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w m * 

*&mte, !|t)&Wv'yg»Rl (Vanilloid Receptor l) 

^mmmtLx^m^s ffm^^xr^ mmfrjuttvm., ■Rxf^ommfcm 

%MM1-%o VRlte^n— ~yjf£ti [Nature 389: 816-824 (1997)] N C a 2 + 

t?C.(PLC) «-/nN^t^C (PKC) «^IT, VRl^ 
Z.btf%ltbftX\<^% [Nature 405: 183-187 (2000)] o Z.fhb<DZ. b VR 1 fc£ 

7Firz.btf%\bftx^z> 0 mm. &wMm&wmm^mfcm&&mmmm<D3:?tt: 

4*S^Wmm%XlhZ> W^7x7 h^iXV (RTX) CO|§Ji)fef^&A^J:oT^ 
^^^14^^^tt^^1~w^^e ) tV-CV^§[J. Pharmacol. Exp. Ther. 
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304: 56-62 (2003)] o VR 1 ^ftBtt V tf> Ktt9§ b^-CttfeV^S, ^SffeK^lft 

5fi^. vr i ^tt'fbirp^jf^^ ^^*"t~5'fb'n ,i ^j<^Wf i £^ s ^8?>.bHTV'»s 0 ^ifctf, 



o 




/JtMfgO 3/0 1 4 0 6 4^V71/y h (#fp:fcik2) teWU TIB 




i 
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■£t^ »SI0 3/0 6 8 7 4 9f/NV7l^^ (^13) TIB 
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NR 8 


C(R 9 ) 2 
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N 


C(R 9 ) 2 


NR 8 



'MR 2 !^' 3 ^^ T/l^/K T/V=tdr^X}iNR 4 R 6 ^tr, R 3 teR 2 -?S&. 
~3&, R 4 ^R 5 »7X*Jm^ T/V=3r/WX«R 4 S.TJ?R S ^— ^c^oT^mil 

2>s N ^^tf^^^^^3€^^®^R 3 ^^i-6^#^)^oVN-C«, -=e^b^«m 

/i;IIO 1/2 1 5 7 7^V7I/y h (#fF:fcgU) XtfSK^WSfcO 3/0 3 
5 6 2 4f/^7l^7 h mftXt&5) ^^MCH^WKtS^ < feilE 

5„ »«9 8/4 1 5 0 8f b (#fF;«6) RlPM^ 

H9 7/4 8 6 8 3^y71/S'b O&fttifc 7 ) trC^*M tr^i" 

PUt^T*^, 3E(i> VR l^#:o«'|4>fb»iJ^{CoVNT{*M^^^^^ 
V\,' 
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(f£0T/i^W) ^UtA (T^./$B£\ ¥3*^U<r4 2St5R^n3|t) 

[1] TIB— JR^S (i) -e^^tus^oxr^ KMIfrxri-toitt. 





13 



A 
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l : i&mr^^>, 
~ 4 is-^-r &iAt 4-12 ©^at^ l < « 2 aias^^ n at, 

^MM&iRTA'dfVK -OH, -SH, -0-W7/V^;>, -OHS^T/Vdf/V-N 
HH&&7VV3VK -0-MT/V^/V-N(«T/V^/V) 2 , =0, -NH 2 , -N 
H-®iRT/V^/V, -N(MT^;V) 2 > -SHMT/V^/K -SO-{Sli7/V^ 
/K -SO r ttr/^/K -CN, -CO OH, -C (= 0)-OH5»T/l"*VK - 
C(=0)-NH 2 , -C (=0)-NH-i»T/l^/K -C( = 0)-N(»7^) 
2> -NH-C(=0)-«7/^/K -NH-SO a -<SjfRT^^K -S0 2 -NH 2 , 
-S0 2 -NH-fiS7;>^K -C(=0)-|gaT/V^r/K -tiO a ;* 

R 10 .:7k», Xtt^7^;K 

^ggH&i&T/l'^/K -OH, -0-CSiRT/V"¥/V, -SH&*RT/l"*/K -SO- 

MfcT/i^/K -so 2 -»7/^;K =0, -c(=o)H, -c(=o)Hft*T- 
yk^/K -CO OH, -CN, -NH 2 , -NH~i^7^^;K -N(tt7/V^/i') 
2 , -C(=0)-NH 2 , -C(=0)-NH-ii7/V^;K -C(=0)-N(fi»7/U 
^) 2% -C(=0)-7U- /K -C(=0)-NH-7U-/K -NH-C ( = 0)-{£ 
^T/V^r/K -NH-C(=0)-7!)-/K -NH-S O a -ffi»7;l/^ *-N (ffift 
7;i'^)-so 2 -ii7;i'^;W -iil7/^vy-NH-S 0 2 -it7;v^r 
A\ -«7/V^^y-NH-S0 2 -7!J — /K -C (=0)-OH»TA-dr/K -<£ 
i»7/^vy-OH, H^7/V*l'V-C(=0)-NHHft»TA''¥/K ^ 
^l/^-C(=0)-Nag^T/V=3r^) 2 , -ii»7;^Wy-C(=0)-NH 2> 
®7/V^wy-C(=0)-0H, -«T/V^W>--OH«T/V^K 
^:/-S-{g;®T/V3vK HS^7;v^ WV-O-C (=0)-iiR7;V^K -&lT 
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cD^^U<«2^—^n#)> -0-(N % SX.TfiOfribtl:Z>m&*)m$l£tlZ> 

mxte2 m%k±(D^T n igc^ & i ~ 4 a-gr^-*- * gtsis: 4-12 u < 

1 ax » 2 a^±o^x n jds^ & 1 ~ 4 mmrt % mmwc 4 ~ 1 2 <z»£gm u < 
»2S^7 t B»), -c(=o)-(n, sRt^od»e>ft«#j: iax 

1 tXfi2S^±^fnI : flr 1 ~4fltf t5IIt4~ 1 2 
(b#9I^U<f4 2ai^'7 l n«) x X»-C( = 0)-NH-(N, SRtfO*»feft5 
8$<fc «9 31^^tt5 iaXte2a^Ji<^x.nJ^£ I~4l^tt5ilt4~ 
1 2<D^t^U<te2gt^7 i i3^K 
irfc, gf|B^^b<«2^^nm}«tt^tb^by^Jg^, tt7/> 
-0-{&mT/l'*/l'JLfe-OHX*WM&tbX^Th «fcV\, OTP1§ 0 ) 
[2] ftrfB5£ (I) *<BD; E , R *~R ^t^R 1 *~R 1 5 ^ £fr£fE^e>^T 
oat*Sr5firt-««nE Ci] »n|B*©ft:'fr*. 

H-it7;i'^;K -0-ISR7^/wn WKT^A^ 2n = o, -nh 2 , -N 
H-fMTA-^/K -N(fi»7^f),', -S-tt7;^/K -SO-»7/^ 
/K -SOHE»T/V^K "CN> -COOH, -C(=0)-NH 2 , -C(=0)- 
nh-»7;^;k -c(=d)-N(«T/^^) 2 , Xtt-NH-C(=0)HBtt 

^ylJHS^7/v^;v, -oh. -OHSar/u^^ -s-W7;i'^K -so- 
4£»T/i"*-/K -SO z HSi7M/K =0, -C(=0)H, -C(=O)-{g;0T 
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/l^/K -CO OH, -CN, -NH 2 n -NH-^TA^/K -N {&lTJV^-;V) 
^ -C(=0)-NH 2 , -C(=0)-NH-WT;V^K -C (=0)-N US^T/V 
5r/V) 2 , -C(=0)-7UwK -C(=0)-NH-7!)-;K -NH-C(=0)H6 
SftTW^/K -NH-C(=0)-«7y-/K -NH-SOrMT/V^/K -N 

Srl~4{i^rr5gtMSfc4~l 2 o^^lX 2 3136^ n at, -»7;v 
JK^l~4«^i-5atJl«4'-l 2.©fi«L<li2i^fof)> -C 

(=o>- (n, s, ;&t*oa»e>jfcsa£.fc vmviztiz iaxtt2i»±©^o 

^Srl~4fli^i-aatA*4~l 2©^U<(±2S^fni) 4 HS» 
Xft 2 S^±©->T tt 1 ~ 4 fl^-f Z>mm.WtA ~12 L < & 2 

atas^natK x»-c(=o)-nh- (n, s, 3trfo**b*s»J:oa*i**t 

§ l«X«2®^±©^njm^ ; Srl~4j@^i-6#m^:4~l 2 0^*L 
-C'ttTlB [4] ~ C9] #^*bV^#^U-C«TIB ClO] IS 

C4) l&IB* (I) *©A^£jh,S»3Tia5£^fc3fl&fB [3] \&EM<D{k&too 



C4a] <t?)0*b<«> f&ie^ (i) tp<DGx*m&tizm^Mmmu^v 
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ItflB [4] {CRmtoik&VOo 

C4b].«t9»*u<tt. mm&> (i) ^©Gt?*s*tsai^^*y^ tr^ 

SSWB [4] fcfB*©*&fr*. 

y >\ -Y y^/ y ^> ^^k?^ fh?t kp^/p^ rh7tK 

n-fy^/y>\ 3, 4-^tKo-2if-l, l?K K 

n^/ y yjttjt$?i: Kn^f y^y y >o&>fca&$ft5atT?a>5fl&IB C4) ^ 

C4d] j;«5 0*b<t4. mm^, (i) tf^D^^ns^^^rtb^-a-rs 

R 6a 



„7a 




R 7 \ R 8 \ R 7b ,S.t^R 8b : P-Xttl'itot, Tk^M^N /Ma^JJR^ 

a>'bW*£jh/3£-t?*>£fc&SB C4] |B«©^* N JE(J10^L< tefulB C4 
a] tz:fB*ft©'fb£'*K J:9 5l^t< tefuiE [4b] flE<fc©-fb^4fcl- 

(I) ^coD-C^^tbS^ir^rtt^^-rSR^R 9 ^* 



,7d 
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**fea^$^53£t?*>Sf(flB [4] IBife4>>ffc-£#j % 3Efc#*b< tttSWB C4 
a] fclBf^frl^ J:?)3EI^*U<ttStrfB [4 b] |B«t©-fb^o 
C4e] h&IB^; (I) f <DR 13 ~R 15 -e^£*b5^0|*U il>fc< t>— Ofl^ 
✓Ma^XD^?-, iSaT/v^/W ^n^RtSMSiftT/l'^/K -OH, -OH£ 
gl7M/K-NH 2 , -N(tt7;^;V) 2 > -C( = 0)-N.H 2 , -C(=0)- 
N(|S^T/V^/^) 2 , -NH-C(=0)-®I7;^7K -C(=0)-CH£»T 

SMO^b^SfJ; liXft 2f ^iO^rnlf 1~4 

m^ri-§^A^4~l 2<Ol£a*3£L<tt.2|R58^ xn^) "T?*> 9 , fflL#* 
m^-efe.SBUlB C4] i-IBm^ft^o i«9^*b'<^ R 13 ~R 15 -e 
^^tbSIB-^-O— o^S N ©ftT/W^/K -OHBRT/U^^ -N- mWCT>V 
*M 2 . -(N, 'SRt;oi»&ftSifJ;DlDl^5lttX(i2aK±©^. 
^nJ^-T-^l~4^^-r 5ilt4~l 2^it^L-< 1*211^0 
St) XWH6JRr/i"¥W- (N, SS.T^O^b^Si¥«t 9311R&*b5 
li 2 @^±<^— y 1 n m^-Z 1 ~ 4 3 SUI'ft 4-12 (DWmfe b < J* 

D 11a 

R — n — 

gr/V^r/K -OH£*fcT/l"*/K -S O 2 -MT/l^=¥/K -C(=0)H. -C(= 

-C(=0)-NH 2 , -C(=0)-NH-fi»7/^/K -C (=0)-N(^T/^ 
/V ) 2> - C (=o)-Ty-^ -C(=0)-NH-7!)-/K -NH-C(=0)-{S» 
7VV3VK -NH-C (=0)-T l) — /K -NH-S0 2 HS817^^ -N"(4£jRT 
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^/W)-S0 2 -ffi#T/^/K -fii/^l/^-NH- S O 2 -{MT - 
^mvy-NH-S0 2 -T!)-/K -C(=0)-0-®^T/V^K -«T 

y-c(=o)-N(W;^/v) 2 , -fS^Tyv^ix>--c (=o)-nh 2 . 

* u^-NH-i&mr^/v, -\&cr ^^-^ wscrjv^-Ad 2 , -&cr;v 

^■uy-T V S'* n TA"3F7K -(N, S.&.T^O^fe&Si^ <fc 9 

51tR£;ft3 lfflX«2S^_bO-^-rnM^Srl~4ii^-r6#*^c4~l 2<D 
m^L-<«2^^t3^)> -o-(N, S&tfOd>bft£i¥£9^tR£*l£ 1 
tX«2 m^V^T n jj^ £ 1 ~ 4 ^^fTS gtMlfc 4-12 (D^^ b < 
2#^xngth -«T^=3fl/y-(N, S;&.tfOd>fe&5i¥<fc <95giR£H3 1 
iXli 2 S^JkD^t" n 1~4 ^) 4 — 12 <7)^^ b < « 
2at3B^7 l n3*h -C(=0)-(N. S^O^fe^5^<t'«9^^^^ 1®X(* 
2 m$X±<D^ nli 1 !: 1-4 m^i-^^Mm 4-12 ^Mtsg b < 2 

il^&ftS l«X^2®^_b(D^7 i n^^l~4^^i-§^#:4~l 2© 
lifl<ii2S|ATO|), Xfi-C(=b)-NH-(N > S&^O^b&SS* 
£ 9 m$l£tiZ> 1 ffiXJ* 2 njj^fc 1-4 HHls^-?- 5 WMMt 4 — 1 

is-C (=0)-N mWLT^M 2 ^ -&CT)V^r W^-T JJ — ^ n T/W 

±_(D^T n j^f- £ 1 — 4 fl^^Tf 6 StMifc 4-12 <D^M^ b < 2 
xn^) S.T^-MT/V^W^-(N. S%LX?Ofr t>514R£*b5 It 
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Xtt 2 U$Ui<D^ n jJH^fc 1~4 «tfT-r aJ*J»4~ 1 2 ® b < 

«2^^7 L ng|)d>b^$tbSS-C*fc5^l2 [5] l-IS^^b^o 
[5 b] J:DflF*b<tt, MfE^ (I) (t>©DT?***ts*^vy^r^-^ 

n^y^/y^ 3, 4-i?tKP-2/f-l, Ko 

C5c] it)«F*u<t*. tuiEss (i) *©jD^*£fts«fc*ftfc*ir£'-*"S 

R 7 \ R 8< \ R 7b S.t^R 8b : W— XWiot, jjc*®-^ ^n^JR^ 

[5 a] KUBSfetfMfc^o 

Xtt, fcfrtBSfc (I) ^^DT'^^^^ii^^tL^^-rSR^R 9 ^ 
$ ft 6 »K: ft o t TfB5£, 

R 7< \ R 8 \ R 7d ;&Tj?R 8d : IBJ— Xttft&oT, aK^UR^ ^P^^f> 
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(6) lulS^ (I) »f0>R 1 ~R 8 J&^ IH— XttlftoT, 7jc^M^ ^nfA 
T/Vdf-;V-efe^H&|B CD fcfB^tfMfc^o 

C7] fulB^ (I) *<Z>R e ~R 9 a^ MttiftoT, zkafcJB-^ ^o^yg 

O, -NH-ttT/V^/K -N(jS^T7V=3r/V) 2 , -CN N -C(=0)-NH 2 , -N 
H-S0 2 HSi7/^/K -S0 2 -NH 2 . -C (=0)H&iftT/i''*/K -NO a Xtt 

T/V^7K »T^^K -OH. =0, -N(«7/W) 2 Xtt-S0 2 -NH 2 
T*fc3ltul2 CI] ^I54fe^b^„ Xte#*U<tt, R 6 ~R 8 ^IH-3mHft 
o-C 7KlSfIH\ ap^vI^ ii7/^;vx«:^p ^yglfil7;v^r/vt 
fctK R 9 ^=OT?£>3liiffB CD ^|B^O^#> 0 

C8] tirfB5£ (I) ^^Rio^TKm^-efc^MIB Cl] fcte*©ft;£-«>. 

[93 tufB5£ (I) (foL-eaSiiSS^^^ttxfi/^ J;«3»*b<« 

Cl] Ui|B«£©^«bo 

cio] buib^: en x~7ji&tiz>'<>xT^mmms. n-i, 

_ /W5 _^ / v-2-{[v'^ n^vvK^ yy 0 * 3 if/v) r ^ y ] y 5vW tr^*— 

h\ iV-(l-y 2, 3, 4-7>7t Kn*y 

y ^-7-^/p)-2-(t 9 ^U i^V-l-^/vy ^vl") tf^ 7 ^— /^-4-7J/^^^rf-5; K> 
iV-(3, 3-^f;W2-^y-2, Kn-ii*->f vK— /we-'-f/iO^- 

df^y i^^-l-^/vy V7x=-A^4-ii h\ 2-{[xf;K2- 
t Kn^v'-2-y^y P n fcVVOT^ ^7H-AT-(2-y^/W3-^-^ry-3, 
4-i^fcKn-2/f-l,4-^vy^^^^-6-^/^)lf73i=/V-4-^7/V^>i?-^ 
h\ iV-(l-y^/W2-^y-l, Kndpy y V-7-^7W)-2-(tr^y v» 

fc^^^/l^-yfr/V^f-^ h% iV-(3-y ^-}V-2-^V- 
1, 2-i^t Kndp-y y v-7-^/^)-2-(t°^y OW* ^/V) tf7x=;V- 

4-#/l-tf3rf-5 Ks iV-(2, 4-^f/V-3-^y-3, Kn-2/f-l, 

4 -^<y / ^f 6 -^f - 2 - ( ]J v>y- 1 --f f^) \f7 ^~)V-4-% 
>vi$$r*y% h\ 2-{[xf/K7 h7t Kn-2/f-t: 0 7>'-4->r7v)r ^ y]y^ 



WO 2004/110986 PCT/JP2004/008479 

13 

/l/ }_ Ar _( 1 _ 7 ?^ / V-2-^-dry-l, 2, 3, 4-7=- h9K Knap-y y V-1-' <M tr 
7oi^./V-4-^/^^f-5: K % AMl-y 2, 3,4-7f7t 
Kp ^ J V fr) ~ 3 - ( bf^< y W- 1 ->f ^/V) - 4 - ( 2 -^ni^yV) ^< V 

XT 5 2-{[^^/^(^ h7t Kn-2iJ-^^-t''7^-4— f/V)75 y]y^ 
M-N- (1-^ ^v>- 2 -Hr*c y- 1 , 2, 3, 4-T" b7t Kn^f-7 P ^-7— f/l^) hf:7 

« n/v- 4 /vjH ^f - 5: 2 - {Of y ^ ^ ( 2 - tv< y s?^- 1 — < r 
?/]y ^/W-iv-(2-y ^-3-^-^y-3, 4-v?t Kn-2//-i, 4-^o-y*^ 

bf^rc^/V-4-^/V^^i?-^ b\ iV, iV-^^^/V-4-[(4- 

2, 3, 4-v 1 h7t Kndf y V ls-7 -4 ;v)TX / ] 
# /v^^/w} if 7 a: ~ /w 2 /v) y ?vi/| ^-/vtJn uy-3 /vaj? * H\ Rt* 

2-[(4-^f/V-l, 3'-bft 0 ^y^^-l , -^/V)y^-/V']-iV-(2-y ^/V-3-^" 
^y-3, 4-^t Kp-2^-1, 4-^y , /^t^y-6-'{/l') t7x=/^4-*^ 

IB*©— (i) ^Sfta^vXTS K^^xi«©^©^^fct)> 
ci] ~ cio] ia*©— jtts: (i) t^^^s^yxr^ k^#x 

t, rt&ttP ^Kfc«tti-*rfcR:J;9 VR1 Wb^WJtS^ii (vri 
tttfafllh tt;it v.R l ^©jWitt^flit J: ») , 
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y^ntVK -{y^K l, 2-> ? ^ ; 7VK/n tr/vj6S-#H:&* bv\ 

jfRT^i^^J £b-Cte, £f ;£b< te^V;^ ^p^^, -f^-^y 

r/No^yej i^yi, just, xtj^a^^m^^f e>nsc 

A*£gb< aT/V<Jr-/V^^^^^^Ufcl&fP^b7K^li$i-^T y — /V 

rr y — /vj £ ttit 0* b< teMtftw 6 ~ i 4m<oT y — /w-efc <9 „ Hfc 
. ^i»^fnij turn io©Ni^m, hi-n. sxt^o^b 

* § — r- n UK-? * 1 A/T?V >T t> «fc V * 5 ~ 8 MIS^P^ b < tt— gB^i&fn 
xnfgT*fc9, 01=b<te, ^n!)^ fcV<y$?i^ tr^S^ Tif^>\ 

ri?^>\ ^/w* y ^ ^-a-*^* y y^rbyt ko try ^ait?*>5. 

4i^ft5SM5~l 2(D^lt^ : b<fi2^^n5§ : #^j iUttt, N, 
S &TJ*0 2>> £>5!iR $ 6 ^ n Jl^f- 2r 1 ~ 4 fi^^ri" 55~6 o ^mM, 

mfifcZtlh tf'O'V Z/WB b < tt. 5 ~ 6 I^I^f n £ ^ bfc 2 SSS^ 

w ^.^z.5^6m^n^u^mntvx^ fy^, tryss^ tr^s*^ 
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ifyy^^ N mjts^v,, 75^ ^-^y^y, ^rywK -Y^y 

h y TV-^^T b 7 ^-^^0^ b < , SSUR^ n^t t fCl^y 

^y^$^/- ^yhyry^K ^y/f7^7y-/K ^^/^t^ 
ry-/K ^; y y, ^y^;!J^ wj^x *y*f-yy\ *?-yy>\ 
7^7^, yyyr/, -f>-K-/K -fy^y-/K -r^y^y^, ^y 

/7?y, i?tKP-i, 3-^<^y=¥i?-y*— /K ^Fn-l, 3-^y/f7/- 
/K 1, 3— o-yv^^y— /k ^y/rfk'y, ^o-y^rif trv % ^y/^- 

•y-yy, 7 by t Kn-<^y^iH?i: 0 :/ % T h 7 t Kn^y/TftV, rh7t 
ij ^ % rh7t Kn^y^y Py 7h7t Knt7 htry T" h7 

.tKP^y^-f yy, ^n-^v, Kn^yy^t^^yy, 3, F0-2 

f/ _ 1> 4-^<^y^T^^ N i^t Kn^yVf 7y-/K 3,' 4— yt Ka-2 i? 1 - 

i, 4-^^y^f-^^>-> ^y^o^y, y k y yxti ? 7 , T y -yyf tv\ 
hi-^ix t°y^^ N ^y-yfry^/K ^yy^if-y— /k =^yy^ -r 
y^y y y\ Kn^y y ^> t?t Kn>r y^y y ^ypy rf7t k 
o^r / y y, r f7t Key y^-7 y y, ^yy Wxy, 3, 4-i?tb**-2 

H - lt 4-^>-y^f-v?i/ N 3, 4-^fc Kn-2^-1, 4-^^y^T^^S.l^v 5 

ip-gm t<tt2 n 7f #^^*n^-c, 4-8 miafp^ b < te-g&^f&fp^m 

y>yy, -f^yy-yy, tf^yy^^ ^*^y*yy% fc o ^yi?y\ t>^-yy, 
^a-* y >\ ^^/W7j> y ^ar^^-fo y y 1 , 1 -y^^y h\ rif ^y r 

y#y\ 1, 4-tf-3rlH?^>\ Ti^yy\ 1, 2, 3, 6-rh7tKDt'y^ 

y> y 5; tfv y y^sfrsm l < i*-~n^mn<D&^7 RT$f*> tKn^ 
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^ N @^m>. l^Vife, f»*BK 

5 e ^mit^m^ZfviY^y^^^r^t^X^ Prog. Med. 5: 2157-2161 
(1985)kHBtt*tbTV^SS^ J£jll#0l99O^fU rE£ggiSi<z>W3&J .£ 7 MMH^Kft- 
163~198K^lB«^tbTV^5S^»ff>tbSo 
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Xfefflx.^^ Protective Groups in Organic Synthesis (T. W. Green&tJ* 

P. G. M. WutsSff, JOHN WILLY & SONS, INC. Wft) tefB«&<B0BS£«r^f 3 ^ £ ^ 




\z:£V)4k&m (I) Sr^i-S^-efeSo 

^/Sf^^dniT^^fl^ (HI) ^%#*^V^«-^^iiPJ*fflV^T, 
u^**s;V$uVi$*?4 % K (dcc), [3- (JV, iV-v^ ^S'l'T 5 • 

iV'-Tb^^^^n-!?^ ^t7;V^-n*^7 7'-b (HBTUK 

A'SM 5: /K ^—tvarsTs-fo y ;vr^ K (dppa). xtes^^vi^^* 

xmm^ mwzmwmm^xftfrtiZo mmkvxte, Km^m-^^^B, m 

-tV^ ^dpx^V, ^^nn^^^ s ^an^vA, GHifrftLKS!** h 
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#«fem±oTfcJ«re#5. te^SKlD^TS (III) 

fc*&m-rz>m<Dmmu$mmk&vo (id ^^tT^fx»> ifljsttja^-csfejfc 

(^-gsafe) 




B-^fi, -ft:^ (IV) fcT^yft^fcA-HSrffiv^ #M:£feKJ&(-£«9 
(I) Sr^i-5KJ©T?*>S. 

t -~7y**sY, hV^A^TK^y Witt's N-t^s^^D zK^fb^ h 
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(!) ^ R 1 ~R 9 ©V^ftl^fW-so 2 -NH 2 , XttCO-NH 2 t*fc 
"C»Brc#*, roRJSW:. #HRifefc|i3«tf>&#T\ R 1 ~R 9 ©-S0 3 H > Xtt 

5£ (I) =K D^S|&fP^T?fe«9, R 6 ~R 9 (DV^tL^(DSmS^-OH 
^Tiiffi-rS- 0 3KB£-f"5 5 o M&f£> Tetrahedron, 35, 567-607 

(1979) \zmm<Djr$k&0mz.mifcirz> r ^ *s^r«-e*>«. 

*'fk;i-5ifc-fc«t9^'t?#5. ^ J. Hetrocycl. Chem. 19, 237-240, 

(1982), J. Chem. Soc. Perkin Trans. 1, 1949-1955, (1984) {Zf&m&tlX^ZJj 

(i) 

m-xm~H — XStt, B-^^*3it5J!lWb^ (II) «raM&1-5X®&5* 



u 




o 



•O-P 



(V) 



(VII) 



(VIII) 
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(5£<K UXtfQtt, VN-f *bd>— ^T*S-B r , -CK -I Xft-0-S0 2 -CF,t 
-ftfc^^-B (OH) 2 3U3-B (O-^T/V^/V) 2 %f*t5 0 P 1 ^ 
xf/H, ^y^ixii t e r t-yf/vlfo*/^^^^!^ 
X^i-C 1 x -BrXtt-I Sr*l*-^5. ^Tl^tU 

(VII) Sr»iati-SX@T?fo5o 5>ntk CoaiBKin. , 

11, 513-519 (1981), Synlett 2000, No. 6, 829-831, RUChea. 
lett. , 1989, 1405-1408 ^ £ So 
»-XSr±, (VII) ^n^fl^^«e3a«rklJ:J:5(VIII)Sr*3ft 

=f-n=.Y !)/K * e r t-/f/Vt Kn^t^rv' K^V^^-r KP — 
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O-P 1 



-O-P 1 



•O-P 



(XI la) 



(XlVa) 



^0^o^}-«> ^^^(VIII)ox 1 S^^7X^^ : fTofcm^-^ 

Jp*oa5£*K:J;?)Jtt»fllRJtS«rff*.riJ:v\ RJfe^^ttttffflo rprotective 
Groups in Organic Synthesis] KHE^<£>3^3rfllV\ft^ «fcV\ 
^ESIgfi, <ffr£4& (VIII) tc*tbTSMfcRJfe&fTV\ (X) Sr^3t-rs 

itT-fes, w^s^^s iv-^^/v^/v^y v-iv-^^Ks by^^r^v- 

JV-^^K. 7: Am. Chem. Soc, 71, 1767-1769, (1949) (CfBiteO 2-~ h n 

iiiiii s (x) a»Mb£4fe (xi) ^iitsigtfcs, -®5^» 
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5 e c-^f/Hf 1 )^ TK^b^by #y !7^~ t e r f-^b^WKft 

f^Igtt, -fb-a-* (XI) ^A-HSr»5c«IT5/^bRJESI-«fc«?«S^$^tS^ 
(Xlla) ^5t1-SXm-Cfe^)c rOK*S*Ctt, 5l7n^Ji!bThy Tir b^v-Tk^ 

-fb***^ y *Axri**fb# y *Afc*f«rjBv\ ^gi^cttw 

y^P/K^-V^^v) ft^©7W*Hfc«rJn*.3. »U^nn^^ 
^nnx^y, ^no/J>/VA N Ea^-fb^^X^T- k Ka79^*ifSrffiv\ 

%aiHa)JtrJR(XIIIb)Srt43S^-5XST?*>«!. #RJSWU Tetrahedron, 35, 567- 
607 (1979) tc|B*<0*feSr##^mfe-t-S - £ 

WiH^-fby vft^f) St/B^SjK Xte> h y :7^^/v**:7^ ;x£eg^<fb#c^ 

<fb£^ (xnia) fc»UTt>*^xa^PI*o»S*#«ra«i"*-4:K:J:0, 
-fb^(xnia) o*ii«r/Mi yvfbXfiSu ^^*^^T;^Ht5 r. i: a* 
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jg+xiste, ft&m (xiv) fcA-H«rKjfS**-, (xii) ttmm-rzxM 

H_l — xSW:* (XII) ©»«2£P l «rl&*U fc&m (II) £$^ti~5 

X@T?fcS, IttfifefllORJfera, *^*>1^1SI^CT, SfrfflO rprotective 
Groups in Organic Synthesis] 'jC|B^<£>^£fc : §r > KJl1~5 <D&%t~& UV\, 



(2) MM^OV) 




(IX) £ (III) £r Jg-$i?£ £ ^i©^fe-C*l^ U 
fc^> #bti^)^#J(XV)(D7X^^m^xm^^^P^>"f^ Xte^^V 
f x^f /^if its r i It J; 5 ^ t 5, 
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(IX) &3l;JLimiE^<ZV^n y l/fcfrl&(D0kW-emmlrZ> V y zk»3SO^n 

ywb«b(xvi)*, wr&mnvitT si^mmiii) tKj&Z'&zz.tiz&yT $ k 
r wb-g* (in) «rf&HR«fe £ s - £ fci 5 * - fcnr 

So 

1 

#^M>y »7A 55.9g£ :7^~ /V^n^ift 38.6g=£r7K 150ml n*U£ 
400ml h/^^^^^iirfc 3-* 51. 4g^P^fc 

7 h7^ M) 7x=;W*7>7^ ^7^7A 4. 0g£;bP;t 2 NfW^P^jI^ U 
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=7— b 50.4g£r#fc o 

2-^f^lf7x=:;V-4-jl>/nH^^9'- h lOgSrfflifrfbift* 130ml £ 
9 0t(dDlU NBS 1.0g£2, 2'-7y^^y7fn^MJ^ 136mg£jD 
*Lfc e £OS*SrJD*Bl«*^fclft, NBS 6.78g*»*.lB*M^iP*WBIES*/Si. 
K^Sr^?i.^t?^*Pbfc^, Wffi4fe&»ififc<fc!>l&^ **fc*«rJP*.iaWb« 

— b 13.6g&#f£o 
###J3 

2- (^P^E-^^vV) lf7x=;W4-*/V*>v / 7 l -b 13.6g3:DMF 
5Omlfc3§0&£ii:> r^^7K^Ts DM F 50ml, K'^V i?> 6'. 2ml £ V V ^ 

9.2g©»«*fc*ll*., Stafc-C 3 Ufc. K&fcfczK&Jn&tl^^/WClT 

^~ttK) m£0«r«u *vNj|fe*^©^^ 2- (^y^-i-^/^f 

/V) If 7 a 4 /Htf V7 — h 12. 6g£r#fc„ 

^3j#iJ 4—16 ' 
#%09 3 £ EHSIte Ut«|B«»J:*t^#{fl 4 — 16 o-fb^*Sr#fe. 
17 

n^vv 2- (tf^y ^v-l-^/v^^/^) if 7x=;W4-*;^^7- b lig 
150mlfc?g$?£it\ 7K^Ts lMO*SMbtM) !>M*JS 51ml & 
*P;U ffillCTl 0fl#^#Ufc o MT, ^«fclM<D««*»Hfc 51mlSr*P 
x.fcm, $$£&*feU 2- (tr-^y i^v-l— f/W^/v) lf7^^-4-7J/V^ 

18 — 40 

17i: LX#IB*^-t-##^J 18-30 <Dft&m*'&fco 

&3%m 3 i: Pilfc b"C^IB^^^i-##M 3 1-35 (D^m^tz.o 
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###J 17 t mWkfc UT#|5^^^i-##M 3 6-40 O-ffr^&ltfco 
##011 4 1 

h y/WOOmlfcl^ft¥£i§r> ^m^TiV-p* ^vV^/V* y V-iV-^-^f--f K 7. Og&flP 

7A^P-7F^77^ (^^IJ-V : K:£9tt$£U 6-fe@#<7>^^ 

/V 2-^/V5:/Vlf^^^/V-4-^/V^=^v / 7— b 4.94g£#fc 0 
4 2 

h y -7 zc—jV-fo^Tfr— <7-k K 17. Ig^fb7t Kn 

77^ 150ml<DHMj£r- 7 8°CKl^*PU ^<7>M$^- 1 . 5 9M©J3-/f/l/ 
y ^A^Ih^^SrMTU 3 0^»#Ufc o £ M-SJ£^&-4 0°Cfcl#*l. 
LI OftmnWVtc&, ff^-78t}C^brh7t Kn77^ 20mll<:i£fl?£ 
-S-fc^A- 2-*^^/H^7x=:/W4-^;^ > >7 > - f 4.' 2g3: 2 0 5)^ltTl 
TbfCo O^bl 2mmfatfXl 0°C^T'#?Eb. SM(CT4^ri 

1.66g£#fc 0 r<£>^fC£rl, 50mlt^fl?£ii\ ^&^-C=¥g£ 

25ml^P^5 l^ra^#LfCo K«^7K £ g^H^/l^P*., ^«9ftf^U 

^7A^Pvf^77^- {^^r^ -.mk^^) (C«t«9*t^l>^ S-feS^O^ 
fvV 2- (2-?f%-y=^^M If 7^c=./W4-^/^^rV7^- b 1. 06g:Sr#fc o 
###)J 4 3 

2- t^oi^W4-^7/^^-i>'7'- b 1. 06g£rl, 

2-*J?uu^#^ 20ml\Z.W-M^. mmzXK'^V 3.95ml£f^ 589jul % 
h U7t b^^7K^b^!7^i- h y ^7iNl.09g^P^3B#F^#bfCo S^I-tK 

an^/V-A : T^^TtK) fcJ:5«RKU 2- (fcV< 
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P^V-l-^/Vxf/i/) if 7 ai 4 A'/tf ^i/y—h 1.3g<Sr#fc 0 
##$J 4 4 

4 5 ~ 5 6 

1 1 nm^xm^m^-t^n 4 5 <D^#$r#fc 0 

3 1 mmz vx'&mmz.7F-t^mm 4 7 ~ 5 0 <^^#>^#fc„ . 
&%mi 7 kmwkKvx&mm^-rm^ms 1-5 6o^i^<M#fco 
###1 5 7 

2 _ (t: Kn^f-S^^A-) tT^3i=./V-4-*/W#^Bft 14.71g3rl, 
ji*^ 160ml^n^l, rtt^DMF0.5ml^^^^--/V 11. 75ml£;&Px.7t 0 
I^^P^jI^T 1 B#fHm# Ufc^. M^-C^b^^-^/v 8mlSr^JP^. JPf^ftST 
3B#W«#bfc 0 £!fi£*CJfrSPLfc#, R^^^iET^b, ^«Efc 1 , 2- 
i^ncz^v 200ml SrJO^.. tKKtT, 1, 3-^^7^-5-7^ 
8.07g£fc°iJv^ 17.4ml^R^> ^{3lT^#Ufc 0 ^^g&^ffiT®* U # 

tr7rc^/w4-^/^ d e^5 K n. 23g£#fco 

5 8 

^VKT^V 6.37ralSr#P;ifc„ *ftT, ^^y^*^^ny K 3.51g«riBTU 

/VjjK -/w 6 h n ^ K y >- 3. 52g#fc e 
5 9 

6-= hn-2if-^<Vi/^T> ? >'-3 (4/i)'-ty 500mg£rDMF 11. 5mll£$£fl¥ 
ZMZimS 5%<D7kmfc1-Y V 114mgST7K^T*PX.x t^3 0^ 
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A) iz£<omW:U 4^f-/V-6-hn-2/Pl 1 4--<^^T^-3 (4 
M) -3-1/ 308rag^r#fCo 

mmm 60, 6i 

59^ mm?- vx^mm^-r^m 6 o > 6 1 

&3$W 6 2 

2-^pp-5-=hn-l, 7 /-/V 160mg^r h 7 t Kp 77 ^ 

7.4mlKl?»$^ d^tflfClM^f^T^^ Tb7t K^7^>-^ 
1.86ml^P^Ll 6. 5R#M3f#L*: 0 KJ&^te**^*:, g^^/M^-t^Jl 

173mg£r#7c 0 
6 3 

2, 3-^^nnt o y i^V 2.0gl:2M©^W^y7f7t Kn^^^lS 
13. Sml^j^^W^T, 10 0 °C^T 6 BtM^ bfc 0 ^^T^*P LfcfL 

!)A|;:T^jiM, ifcBS:?^ ^>^^J£T^ bUfefts^ft 693rag&#fc 0 

^x\ nhfitnm^n 693m g ^7K^T> m^msmiKmrn^ ^mmm i.2gt 

0. TmlOlii^^^o < f9APx.fc 0 tK^T3 0#^LfcfL ^^St^tK 

H-fe@^(7)3-^ n bn t°y i^- 2 -l' /VT 5 ^ 347mg$r#fc 0 

6 4 

1 _^^ /V ._ 6 _- Yu-lH-4l/Y—fr 1.4g£r * e r t-'f'f-frT JV^—fr 20ml 
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U t6l^3, 3-^^-1-^/^6-^-1, 3-^tKP-2/f-^f 
6 5 

! f 6 b P ^ ^ K U y 2. OOg £ ^ * / ^/V 100ml, 7f7 

fc Kn77V lOOrnKD^^^T/V^ >-#H^T 1 300mg£ 

200ml <5rflP*.fco 7/V=fy#i^T> 10%^7^!)^i lg^Ois zK 

«:«JET8&feU *V ^fel*© 1 6 -T 5 / >f y K P ^ 

1.66g£r#fc 0 

6 6 ~ 7 1 

65t l^iSifc UT«fB*^^i-##M 6 6-71 (Dtt&ty&&*Lo 

7 2 

4-^;V^/W3-^ 1- 3.2g Ir b/Vxy 70ml fclJSfl?*^ 

p^A- Mj7i-/V^*7^!)f^7t^-h 5.75g Sri0x.liT6^f# 

77^- (^.^-^v : mwt^*) Kxmmv, &&mw-<D 4- cci 

3.63g£#7t„ ' 
7 3 

rt^/V 4-[ (IE) -3-* h^^-3-t^y7 a P^-l-3:y-l-'f/H-3-=b 
P^y.^T- b 1.8gt^# S—fr 32ml, fb7fc 32ml<D?m-^#J^T 

wmm&vito Bu&m&tjJ mau 5«©*i»««:i(iET»*u, asm 

^/-/V 50ml j:itt| 2j*«rJll*. % 6 0°GtHT3 o#M»#bfc. 
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1.16g«r#fco 

mmm 7 4 

i-^f/w2-^y-i, 2, 3, 4-Tf7tKp^;yy-7-*;^i 

200mg§rb^^^ lOmlMM;*^ v?7^^/V^^/}% y /PT 5? K (DP PA) 
268mg, * e r ;W7/V3-/1/ 722mg, b y xf;l/7 5^0. 135ml SrAPfc, *P 

4-^tFP^f/!)y-2 (li*) -^"^ 80mg3r#fc o 
7 5 

- JV-t< 5-=fot a y^-2-^ A*T ^ ^ 329m g> 489mg, 

5a*Sr«£ETil3S6bfc. aSSr^y % w h^77^- (^nntfvv 
r 5; / try i93mg^#fc 0 . 

7 6 — 1 2 4 

1 b-C#IB^{2i^-f 7 6 ©fc-a^Srfcfco 

3 £ HUHfc U-C«IB*l!l^-t-#%M 7 8-8 0 (Dit&m&mzo 
17t b-CmiB^^-f 81-83 (Dtt&m%Wtz. 0 

1 £ L,x&mmz7F-?m%m 8 4—8 9 <D4t&m&mt 0 

2 b-CmiB^(^-r##^J 9 0 — 9 5 <D4k&V0&mt o 
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3 1 mm?. vx&&&\ztMr&s*m 96-1.24 <D^m^ft 0 
###1 125 

t*tM^ h y ^W^T ^ I'&Apaj&^U 2-[(2,4-^hn7x^ 

###J 12 6—162 

1 7 t ^^UTmiB*^^-r##M 1 2 6 — 1 6 2 ^fr^S^c,, 
#%01J 163 

N _( 8 _^p q -3-^y-3, KO-2H-1, 4 — <y/^t^-6- f /V)- 

2, 2, 2-h y 7/VtPTt hT^ KSttKM^ h V !7 A T^P7K#*§? U 6-7^ 
/-8-^ an-2H-l, 4—0-^^^- 3 (4 H)-:t^3r#fco 
1 6 4 ~ 1 6 6 

&*$m 41 1 mmz i,x^m^-rm^m 1 6 4 <D\^m^m^ 

###14 3 ^P#^UT^|B*^i-##^Jl 6 6(D<b^^#fc 0 
###J 167, ■ 

oi^/P- 2 - [(xf/WT ^ 7 ). ^ ^/V] t'7x 4 /l^sj? df-;/7 l -hiTb7t 
Kn-4H-fc°^-4-;^K:lWi^£T\ t>y^MJ7th^nt FD K 
SrM$*, ^2-{[^f;K7h7t Kn-2H-fc p 7^-4-^/V)T5: 7]^^- 
/V} fc*:7^^/W4-#/l^= 3 r-^7— h*#fc. 
16 8—189 

1 6 7 1 n^(D^m^m^xmdM\^ir^m i 6 8 - 1 1 o <D\\&m 

57i uT^iB^(-^-t-##M i7i (o\^m^m^ 
58^ i^ic vx&mmz-Tjki-^M 172 <Dfc&m&ntco 
59 1 mmz uTmiB^^^-f-##^ 173-175 <7>fb^£#fco 

###|5 9 ^m^^iV-T^^/Wb^rtfofc^, ###I1 7 tlD^^^X^^ 

<Dtofc^*n<>x&mmz7jk-r^mi 76-17 7^b^^#fc 0 

63i l^ttfc: VX'&mmzTF-f'&nM 1 7 8-1 7 9 o<fc^£#fc 0 
18 0 
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tf-tV 2, 6-^PP-5-7;Vtnsafi — h^lf^-C^W^^ 
181-182 

mmm 65 1 mmfc vx'&mm^-rp^w 1 8 1 - 1 8 2 <Dik&to&wt 0 
&*$m 18 3 

(2 S)-2-(2, 4-S>~ fn7i/ ^V)7 P o^V7- b «:7K*#ffl£CT\ 

/W2H-1, 4-^>-y=3r^^^-3 (4H)-^-^Sr#fc 0 
18 4—186 

183t HUHKl L-C^!B^te*1-##0!l 18 4 ©fc^lfo&Wfco 

72^ ramc vx&&mfc7ik-r&^M 185-186 <o\\^m^m^ 0 

###J 18 7 

[2, h n-6-( b!) 7;vtn ^ f^) -7 ^~>V\~?v yi^y^x^ 

5- / _4_(|, y 7/ w^-n^^/V)-l, Fn-2H-^y K-/W2-ty^#fc 0 

18 8 

18 9 

3 _7? /-4-(l-fc prndr^-3-p« b^-2-;* ^/V- 3 t° 
/l/)^y/7- h£ 1, 4-^=5r1?-y4 3 > *afe*f^fflS*^^ 3-^^/V-2-^~ 

19 0 

y 4-[(i e)-3-^ h^y-2-^f/v-3-t^y7 , o^-i-xy-i- r i' 
!*#u y^/y 3-y f/v-2-^y-i, 2-, 3, 4-7- b7 1 Kn^y y ^-7-# 

19 1-19 8 

###| 74i PiUte L.X&W,mz.7Fir&mm 1 9 1 - 1 9 8 (Dfc&M&'&fra 
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19 9 

=3r;yy-2 (1H) 
#3f M 2 0 0 

2 0 1 ~ 2 0 3 

201 urnm isX&mmtTjk-r^nm 2 0 1 ~ 2 0 3 <Dfc&m&ntc 0 

&3$m 2 0 4 

. N _ ( 3 -7^7x^v) T"fc*$ F^*k^#£T> ttV\&M^ny K£^ffl£ 
•frfc^. #fe*tfcN-[3-(T'fe^T?y)73i^V]-3-7 , 3i=/l/r^ V/>T 5 K 
^ftT/l'^lJltML^ N(2-^^y-l, 2-^t Kn^y y^-7-^/V)T-fe^ 

##^»| 2 0 5 

N _ (3-7 5;7i^) 7t^5K^b^W5y#ST, 2-^bt3^ 
7^(ctMLs #^T% Wy^-;HS:^^^ N-[3- f"^7 ^ 
#5t#IJ 2 0 6 

2 04i If^vl bTmiB^^^-r^^J 2 0 6 (Dfc&m&'&tz.a 
###| 2 0 7 

N _( 2 -^-df-y-l, 2-i^fc Kndr/ V 1/-7 -J /V)T"fe* 5 KOI. 2 M 

207^ pi^m vx&mmzTjk-tm^m 2 0 8 (D\\&m*m^ 0 

2 0 9 

2-^bp-1,5 h n - 3 - ( b y !7/M- n ^ ^iC^r o VBfcS?-*:' 
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2 10 

2 0 9i ftfttZ. bT^|5^(C^i-##^J 2 10 Sr#fc 0 
2 11, 

^nn7*MlCif;l/ 5, 6-^nn-3fi — hi (2, 4->M b^v'^O' 

n-6-[(2,4-^ K^y^)75/] = a^ — h£#fc„ 
###)J 2 12 

5-^Pn-6-[(2, 4-S^ h^y-WT^/l-a^ — h<gr^*/ — A* 
<K TK^b^ b P *^£f1MB£it\ 5-^n-6-[(2,4-v?n^^)T 

(DPPA), ier (-^/V7;^-/K MJ cc^/VT ^ ~y%M%-, W&WffiT 
###J 2 13 

1 7-;V- l'H-'f ^ K—/l^- 2 , 3 (i?^/VT 5 7 ) ^rAs? 

7 M)7;vt!) K«rf£/HS** 3, 3-^tn-l-^f;W5 r = bn-l, 3 -S? 
t Kn-2H- f>- K— /W-2-^-V^#fc: 0 
2 14 

3, 3-^tn-l->f/V-5-^hn-l, 3-S?fc Fn-2H--fy K^v-2- 

3-^7/v^-n-i-^^k-i, 3-^t Kp - 2 H-f y K-;w 2 - 1 y 

2 15 

5-= bo-3-( MJ 7/Vt o ^ f k 1 y ^V- 2 ( 1 H)-t ytulftf t^/^^ 
«MS £*fc#> #fetl/fc 2-^ n n- 5-=- h o- 3-( b J? ^ t° U 

Stv^^vkt 5 y-e«yit5^ £fc«fc 5 s w> N-i?*?-/^-5-~ h p-3-( mj 7 
/w- n ^ ^/v) tr y 2^- 2-7^ ^Sr#fc„ 

###J 2 16 

m.m* V »>^#&Ts l-7^n-2, 4-^bn^yfytif;H2S)-(-)- 
2-t Ko*^P^7- h«rf^ffl**^/K2 S)-2-(2, 4-^fo7x = 
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###J 2 17 

21 7 t mm?- LT#|B^fc^i-##^J 2 18 (D^^)§:#fci 0 
###1J 2 18 

6-T 5: /-2H-1, 4-^y/t^rti?y-3 (4H)-ty^nn*M-f b 
###)J 2 19 

2, 2; 2-h y 7/V^-n-iV-(3-^y-3, Kn-2H-1, 4— 

(8-^nn-3-t^y-3, 4-S?fc KD-2H-1, 4— ^^^v^- 6 — f AO" 
2 , 2 , 2 - K y 7;i/tn7t K£#fc„ 
###IJ 2 2 0 ~ 2 2 1 

219i UT^|B^^^-T#^J 2 2 0-2 2 1 <Dte^£r#fc 0 

2 2 2 
#>J 2 2 3 

2-({^^/V[(2-— bn7i-/V)^;V7t=^]TS; /l^^/V) l?7s 
2 2 4 

l-^DP-2-^/v7P^y-2-t- /Vtxf;VT^/S:^H^ l-(^ 
;VT ^ y)-2-^^/V7 P P^^-2-^— A£#fc 0 
2 2 5 

t--f=f-)v 2- [(s^^vvr^/) ^-/v^y > / -4-7J/v^^^7— b 



WO 2004/110986 PCT/JP2004/008479 

36 

2 2 6-229 

###*J2 2 5 t^^LT^IB*^$tt5##M2 2 6-2 2 9 <Dte^£# 
fc 0 

2 3 0 

(2R, 6S) -2, 6-S^^/l'fc 0 ^7i^fc^^> /t K i?-t-'7?-A'#A'tf 

/V- 4-^ b * */UAsi$=.A>- 2 , 6 f/Vt^y^^^Ufco &V>T% - <Dft.&Qo 
SrittHKl-CftsJffiU- (2R, 6 S) -l-T*fe^A-2, 6-;^f/Vt^7^V#t 
2 3 1 

##0IJ 2 3 2 

###|2 3 1 fcP«K:LT«IB*m*3*b3##09 2 3 2©te^£r#fc„ 
##M 2 3 3 

(2R, 6 S) -l-nf;w'2, 6-5?* ^-;V\f^<v ^V«r**^y 
^^AmtfiTnU (2R.6S) - 1 -^/W 2 , fvl/fcT'*? t»£#fc 0 

2 3 4 

3- Uy^W5/) T'o tf;W2->Wn^/T- bSrTK^ffcP ^V&T 
/V^=z.f7MzXM%V. N- (3-fc Kndf^ntV^) -2-^f^o^7§ K 

2 3 5 

##M2 3 4 £tWteLT«IB*l^£*'b5#%0!l2 3 5©^«»Sr#fc. 

ftS^ b V $J»(DW>'&y>) 500mg £l , 2-*J? n px^ ^ 20ml (C)BM$^ CtuKl 
1, 2ml £i£fc 3-* b^v'T— P V 174mg 5r*Px.> tK 

?$T, O-^lsV* b y 7 N /-/^- 1 -<< t^-N, N, N', N-T. ^vi'frn =. #J>, 

^5:^-7 }VJr nib 7.7 b 694mg > N-^ f U V- 211/il %]&D;^ ^ffi. 
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■JjRjflftU JV- (3-p< h^i^^/V) -2- (fcT^y v^-l-^A^^VV) tf7^ 
^-4-*/V#^t5 K£#fc 0 rtL^^^ 3ml fc^^itr, 4M<04M 
lml SriPx., *«Sr«*U*^y-/i'fcT3fe*fli**, 

K &Bfc& 103mg£#fc o 

HJi^I 2 

3-T^/7^/-/V 227mg £3- ( y 5? V- 1 -4 /V* t'7x^- 
4-^/V#'^m(2.08mmol) kMfct V V # A<BiS£*«&«:DMF7ml - 
tliZ. 1 -^^/V- 3 - ( 3 '-v 5 f/V7 ^ / T 8 ! 3 tW) 7J/V/j^>f ^ K 599mg 

^fi^SrffV\ &€,^*^iV- (3-tFn^7x^;V) -3- (tf^'y S^-l- 
^/VO tf 7 ^ 4 # * 5: K 436mg <£r#fc 0 . 

mmm 3-9 

HMJ 1 0 

2 - c tr ^ y s^- 1 -- f ^ * f-M y?y * — ^- 4 £ 1 . 5 m m<Dm. 

it-f- h y *7J*<Dm&$fo 500mg iDMF litrMTft^/W^ n y K 30ml IC^JPx., 

»?S«r«ffiTtt«U^©t>. ^V^tt!) K 20ml SrJ0*.fe. 
jStB^fctC 7K^T3,4, 5-by i7cinT^y is 277mg St/b^W^y 

o.59mi *ip^ ^ta-t?3NF^s 4o°ct— Vtc B Rl&m&Vn&WfeTmffiV, 

8Ht&~>y f^77^ — (^pp^ : ^ — ^ : T^-=e 
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= TzK) HiJ:?)»»U AT- (3,4, 5-M)^PP7x^) -2- i^V 
fc##U 4Mtt^t^rt^I 1ml Srin*., *&$KSr®*Lfc. 0 #b*i/fcitMfc 
2- (tT^y ^^-l-^/V^^^) lf7x^/V-4-*/^^t5: K 450mg 
mfeFlI 11 — 99 

HWJl 0 iP^^brm^^^tb5HJfe^J4 4-9 9 <Dfc&to&ftl£ 0 

mt&mioo 

N-l, 3-^y s /f7/ > -/V-5-^/^2- (^nn^^WO If7x-;W4-^;V 
#*3Mf-$ K 250mg ^ t°^y ^^-4-^/V^^-^5; K 169mg S:^nn*/WA 10ml 

J^K&^tfco i*b|H3i,^/— /V 2mU 4M<DfiiSi3if^ 1ml SrJnjU&ffi*: 

1- ({4-[ (1, 5-^/^X5: 7) ^^—/H tT7*^/k- 

^^VV) If^P ^^-4-^7/^^i?-^ K Witt 205mg£#fc 0 
Ullfetfli 10 1-111 

o o tmm\^xm^m^^th^>mmm 1 o 1-1 1 i©^*srfl- 

/Co 

112 

AT- (4-^f/V-3-^y-3, 4-^tKn-2H-l, 4-^y/f - 7^i / -6- 
_ 2 - (t°^<y v^V-l — fA'P* ^/V) If 7 ^^^-4-^^^^^^ K 230mg 
5riV, JV-S>/?WT-fc fTS K 5ml \z.feM£l£. fc&Tm-? n nffl&JMHft 
252mg ^^PXL> gJItt 2 4 ^Ffl^#bfc„ KJtSffiiCTK 5ml ^M*^ h P •> 
J» 1016mg £ 2Ete##JLT#n?U »t2«#tfc„ S^I-tK^D^, 
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y-3, 4-5?fc Kn-2J¥-1, 4-^VW^-6--f/V) -2- (If^y^-l- 
<<;v**f-;v) tf7i^;W4-^^^f5: K ttlfeft 61mg 3r#fc„ 
lHJfe#iJ 113 

h»j i o tw\mzvx&%&m\^&tiz>$mw 113 <Dik&vs*'&tc„ 
mnm 114 

jy. (3-^-^y-2, 3-v^t Kn-1 H-l-4 VxV- 5 AO -2- (t^yi? 
:/-l-^f/V;*^/VO \fy^.=.jV-A-^IJV^^r^-% K 250mg&ry £V — A 15mlK:JK$B 

Mi^^m^^^ 0.5ml^r>t)Px., ?§$£&©ifcbfc 0 '&hWtttm&:*-Z / — A 

-2- (fc^y ^v-i-^/^y^/v) tf^^i^-^A-^ 

- ^5 K ^^113mgS:#fCo 
HJfc#!l 1 1 5 ~ 1 8 1 

^Jfe^lJl ^IH^bT#|5^^^tb5^WJl 15-12 KDfc&W&ntCo 

mmm 2 1 hhhk: urftia^Ki^sftsisiSfli 122. 123 <Dtt&m*mc 0 
mmmi 0 tmm^vx^n.^^^^Mmmi 24-1 s 

Hffiffll 18 2 

(4-{[(2-^f;W3-^y-3, 4-v?t KP-2/f-l, 4-^^y*^^v-6— r 
/V) T ^ / ] ^/^—/V} tf 7 a ~/V- 2 -A JV) y ^/W y ? l'*/!'*'? b 500mg, 
iV-y f-fr<^*i"$r>-\-T% is 123mg, ^^^y^-^ 177mg, 3?fc#y?^ 
212mg £DMF20mL 7 0°C\Z.X 3 Ufc„ KJtS««r^«H*f^U 

pn^/VA : y^/-/V: T^-TtK) KlJ:0#»*U *tfe»W©*M**»*S:# 
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fc 0 ZLti\z.3^# /— /K 4M<DiMM%m^°7-fr 0.4ml SrJP&^l&trMJE TH* U 

f ;V) T 57 ] ^ f M-N- (2-^ f 3 - t^E- y- 3 , 4 -i^ t KP-2H-1, 4— <> 
9 * f" V- 6 /V) t*7x^/W4 f - ^ K MBM. 233mg £r#fc 0 

•$mm 1 8 3 ~ 1 9 6 

\ 8 2 ilWl^^UT^IS^^^tl/S^Wlll 8 3-1 9 6 (7Mb^#>£# 
SH»J 19 7 

^^•^5 K 19mg<Dl, 4-^=arf-V 0.7ml^^> 4-(4-^on7x^)t'o 
y 3-7 ^-/^/V^^v-^— b 12mgOiV-7 ^-/V-2-t°n y $V V 0. lmli§$£ 
SrflPx., $ b\Z.&m.2> y 9 -M4mg£ 3 Vfc* y * A12mg£r;*JP*L;fo^s ^.T-1BS# 

Lfc„ Rmm*mffi\^xnbfrt^mzB^^w.4mi&Mz-, 7ko.imi&^u 

TS*U #b*Lfc^?£2rHPLC (jJ^J*: iSls* hV— (Symmetry ;. 
C18 5jum 19mmx i00mm, ^ : Me0H/0. 1% HCOOH-H 2 0=10/90 (Omin) - 10/90 (1 
min). -100/0 (9 min) - 100/0 (12 min), $5fB5l : 30 mL/min) l<lT#^l*®[£: : fTV\ 
7^/W(3R, 4S)-l-({4-[(l, 4-^^f77n-5-f^T5/)*/^^] 
. t'7x=/V2-^;H^f;V)-4-(4-^nP7x^/V) \fn y ^V-3-^/W^^r^^ 

— h0. 4 mg£#fc 0 
MMM 1 9 8 — 2 3 2' 

. mmmi 9 7 tmm^^xm^^^^Mmmi 98-23 2<D4t&m%m> 

R f : ###J#-§\ E x : mM^m^r, N o : te-§^#-5§\ Structure : 

salt : m (2HC1 : 2%t£tf^ mM<Dt£^h<DteMMik*7F-$-) . Me : * E 
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t : Ac : Tir^/Vg, i P r : <4 tVvg, n P r : //V^vKT" 

ntWS, tBu : t-^Vl> Boc : t-^h^^/^^ P h : 7 
x -;l/l s Ts : p — WV^c. V^/Vfr — Ms : ^^y^/^^/VS, DAT 
A : NMR : »^#Bfl*^ hA' (TMS^I?-: a H NMR: 

400MHz3gL< te300MHz, #fcl3*fe b^V^^^J^^ : DMS0-d 6 ) , F P : FAB- 
MS (M+H)\ H : TIBHPLC^#-T?OHPLC_hcD^^P^[^] N 
^# 

#7 A : !7=i — ^A'-II(Wakosil-II) 5C18 AR 2nunx30mm, : MeOH/5mM h 

y ^/V^-dfp^-H 2 0=10/90(Omin)-100/0(4. 0min)-100/0(4. 5rain) . ffiM : 1.2 

mL/rain 

frb, mm. wk. ftmm^m^&m&^&tefrti-z&mmM, 
mmmftzomm, urn. m^mmm^m^mm^t^mmmm^mmnti, 

[VR ift£#m#MS*r^fcS*IW^1«3 
1) tbVRl^WMi 

t h VRl — K1"5£J* cDNA «WT^^T*^#bfc 0 #J«>fc, tM mRNA 
Irf^ii^ffl^Tf^^^x first strand cDNA 3r-£-/&Ufc 0 
first strand cDNA %W$%Lt b N Taq.DNA tf? P ^ 7— tf&flfV^ fry b**— b 

(Hot Start) fefc«t5 PCR Sr*T>fcofc„ fulS PCR tt, ir^^y^-t 
jgirot b VRl cDNA ia?IJ (Genbank AJ277028. 1) Of 424 443 #0&gIB?IJ 

^fc3&«*y va-^-KS^ ryft^^7^-7-^ tti 3082 

3100 #©tt»iaWO«*l0lB?II*»fe* ; 6*l' ^^v*^K«:fflV\ **0fc: 98°C 
(1 ^M) TflftS^&fTfcofc*, 98°C (15 fj>|HJ) /63°C (30 (3 # 
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mmZfotc DNA #fjt«s pCR-XL-TOPO — (TOPO XL PCR Cloning Kit ; A V 

t'bn^xy^ *S) SrJlv^-c^n— -i^&frftofco #^^^7^^ K 

DNA £$IJPS@fl5t EcoRI -e^HbLT, t h VRl-cDNA <D#-£^itbfc^ pcDNA3. l(+) 

^^fjs^ol^T fit, ^^©^^ (Sambrook, J. et al, Molecular Cloning-A 
Laboratory Manual", Cold Spring Harabor Laboratory Press, NY, 2001) , 3o«fc 

#£>^fcpcDNA3. l-VRl^HEK293^aj^X«CH0-Kl?MJ^t-^ALfcio 
VRl/HEK2935»£rl0% FBS, lOOjug/ml * b V:7° W-f 100 U/ml- is Vis 

RXMQ0 ng/ml (M18&-£ifDMEMJ#Jfc (<-f Vlf h * i?^ >-*±> #H) £ffi^T> 
VR1/CHO#IBJB&£:10% FBS, 100 /x g/ml * M/^bW^ 100 U/ml 
WOO /zg/ml G418£^tfHumF12*&ife (^^tf hD^ylt, *S) SrffiV^*:*^ 

2) ffi^^S 

JifBVRl/HEK293#WJ&£^-- Wt^tlC$« Vtc^m^^ U ^PBS&flPx. 
T@#Slofc 0 1000 rpnu 4 t £T10#iiy^'h U #btbfdtfc?Si-*^- ^TBr^ff 
^ (25 mM Tris-HCl, 220 mM v-a*|, pH 7.4) SriBx.T ^^^-f XLfcl, 
2,200 rpm, 4r^l0#WiS'i>bfc„ £30, 000 x g, 4°CT?20£ffl3l'i> 

U #b^et?t^25 mM Tris-HCl % pH 7.4«r*P^s 30,000 x g, 4^C-?20£f^>k 
^5M^2|E]i$i9 7EbfCo #<b*bfcifc}g£25 mM Tris-HCU pH 7.4lO!®iSU SS 

3) ^i^^nm. 

[Neurosci. 57: 747-757 (1993)]0^£^bT^bfc 0 T>;yi?^TO«^ 
(25 mM Tris-HCl, 0. 025% BSA N pH 7.4) 147 nU «»<b^«J3 »U C 3 H] RTX 50 
»1 0^50,000 dpm; Sr^^/W— 7^f ^iM^^*^ #SK fuaZfc^^nlOO 

M i (m&mms ^sr^u 37°c-e6o#f8H ^a^nti 7K±-?io# 

IRK^iL'**- hbfCo tK^ bfc a ! acid protein. (AGP; V^tfc) £200 ju g/50 



I 
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j sis?— =7^-7 1M ^ ^ t±, Sr^v>T^5ia§E 

jS-f-Sr^HlitJfTofeo 7K^rUfc25mM h P *%ftflHfflR (pH 7. 4) -e70Sfc$£U 
fcfft* 7^^-©ft»gtt*«^^^9 y*?^ 1 - (2500TR; 
-M±, #H) ^-CteLfc, #^^«[3H]RTX^ VR 

5^ 1 MM RTXK:J;oT«ft*ttfc«P^«rVRlS*«cJ!:*3fei-S 

4k-&mmni&<o1fc&W>m&. rtx«ib#©#£i^^*%ioo%£ x^ltfttoftttfek 
UTJfcfcfco lk^X\ I C 60 m%vV*T-( (Logistic) HH&SfcKiJ; 9 J*ttib 

08*.tf, £!»!il, 7, 2 1, 3 3, 60. 7 1. 78, 85, 87, 110, 
1 1 7, 1 2 2. 1 2 3, 1 2 9, 1 3 0, 1 4 3, 1 6 3, 1 7 0, 1 8 1^ 

l 9 5©<fb£4for4i /xMWT^iCsofit^^bfco ^Wfcte.fc'K #S80Hb#*K& s VR 

[VR 1 W- 4 5 C 'a St t) ^WR] 

VR1/CH0 jWiaSr'^s/V'Sfet) 30, 000 $Bfl&0$g^T? 96 ^fife^^l^-h'flilft 

sufc ±iBi(Hfti».-e 24 mmmm®, mm^r^^^mmmm (pbs, o.i mM 

CaCl 2 , 1 mM MgCl 2 , 10 mM HEPES, 10 mM = — 0.025% BSA, pH 7.4) 25 
jultfjftU 37°CT*10^^V^^-<-bUfc o $j4kBq.<£> 45 Ca. 

300 nM Kift«j:5«*u^^>fw (v^*±, *n) RTmmik&mvm 
-a-^25 /ti^i>x/nc»iDu 37treio#f?a-f Mfc 0 

mW$W. (PBS. 0.1 mM CaCl 2 , 1 mM MgCl 2 ) t* 3 Hlft^U 0. IN NaOH 17 fi 1 
100 m1 <OWLfc*S^*f-\s—#— (?r>C?xx*sls'MSl 

5£bfc 0 *^>f WtHj; «9^CSVR lg:^#:ii#m^ 45 C a$t!9&3M3, 300 
nM ^^ih-f 5/>-fijmB#©m^ 45 C aK!))iW5^ r:/*=?~* bT*fc 
§ 10 pM *7*t^tfV (f^%b, tRS) IUo Ti&J> bfcS £ Ufc 0 
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fc„ &V>T\ I CsotiL&v&^TJv* (Logistic) Ill'Jtfe^ «k «5 ^ffi Lfc 

[Neuropharmacol. 31: 1279-1285 (1992)] \Z.^^MM Lfco (ddY % SI 

-14, 4-5Mf&) CQJ^t-^lM >^ 1.6 ixg%1£tt&b%e$.)bftW}&n3\'t-Z>° 

^fTibWJ^^^b^o ftnfi## (30m g /kg) <d 

Bl**S:T1B*4 1l^t. 

. («4 1) 









umm (%) 


3 3 


6 6 


mmmi 2.3 


6 9 


$mm 7 8 


7 6 


^Jfe^J 12 9 


9 1 


H«J 8 5 


8 6 


HJfefll 13 0 


6 2 


mrnm 8 7 


6 7 


mmm no 


6 8 




1 7 (2 6 2) ) 





l) ^fF5:m 3 examplell5<7)^^„ 2) 100mg/kgSPlS^^^fio 



&&mfc&^xh&&teWfflftM*^ Stefan fc e 

&rm i7bms (d&r, *&wik&mzv r 1 s*#«H*fldfliiWfca6<5 < , 
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v act? i o teffimM, ~*smtm. xitmrn^M^ 

^?^i*j^u. s^'Js mmM<D x ? h-*#j> m&nk ^§&u mmn^ 

^<D£?tem.f&mte, ^mmmu ®mm, mmm, &mnL 
ML-xmm-$-%z.thx%z> 0 

m\m&%M.vxm&®:7£&tiz>i!>K mnj&xi B^tcvmnxo. i-5oo m 

g , ^ipto. oi~ioomg-efc!i, ^tt^r l \e}!&\< ^fe^cm^ ft tfx 
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«1) 



Rf 


Structure(salt) 


DATA 


Kt 


Structure(salt) 


DATA 


1 


Ph xi 

Me^^C0 2 Et 


FAB-MS 

241 
(M+H) + 


12 




FAB-MS 

372 
(M+H) + 


2 


nu 

Br-^^CO z Et 


FAB-MS 

319 
(M+H) + 


13 


Ph\ 

>-^^C0 2 Et 

Et 


FAB-MS 

312 
(M+H) + 


3 


nu 


FAB-MS 

324 
(M+H) + 


14 


' E \JU C 0 2 Et 
Ph^ 


FAB-MS 

374 
(M+H) + 


4 


/ — rMe II A 

(_Jn-^^co 2 b 


FAB-MS 

338 
(M+H)* 


15 


Me0^ y N-- A ^C0 2 Et 


FAB-MS 

342 
(M+H) + 


5 


[^N-^^C0 2 Et 


CAD K/IG 

-AB-Mo 

310 

(M+H) + 


16 


Man Phv v /^ 5>1 
MeO^N^^C0 2 Et 


FAB-MS 

372 
(M+H) + 


6 


Q 

^Qsj-^^^CC^Et 


FAB-MS 

367 
(M+H) + 


17 


Ph^^ 
<^N-^^C0 2 H 


rAD-ivIo 

296 
(M+H) + 


7 


Dh 

(^N-^^C0 2 Et 


FAB-MS 

338 
(M+H) + 


18 


(_Jn-^^co 2 h 


FAB-MS 

310 
(M+H) + 


8 




CAD IkAQ 

rAD-Mo 

326 
(M+H) + 


19 


Ph-^^ 
Qvj-/^^C0 2 H 


FAB-MS 

282 
(M+H) + 


g 


Me-N w N-^^C0 2 Et 


FAB-MS 

339 
(M+H) + 


20 


! O 

HN^Me Ph Y^l 

L3n-^^co 2 h 


FAB-MS 

339 
(M+H) + 


10 


\= N W 


FAB-MS 

402 
(M+H) + 


21 


Phs^^^x^^ 


FAB-MS 

310 
(M+H) + 


11 


Q.JO-co.e, 


FAB-MS 

322 
(M+H) + 


22 


0^_JM — ^^XQ 2 H 


FAB-MS 

298 
(M+H) + 
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OS 2) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


23 


Dli 

Me-N^N — ^^X0 2 H 


FAB-MS 

311 
(M+H) + 


34 


ivie 1 


FAB-MS 

352 
(M+H) + 


24 




FAB-MS 

374 
(M+H) + 


35 


(~)-N^^ k C0 2 Et 
Vr 


FAB-MS 

380 
(M+H) + 


25 




FAB-MS 

294 
(M+H) + 


36 


Me Ph Nj^i 

^ N _A^ C02 H 


FAB-MS 

310 
(M+H) + 


26 


Q^y-XXco^ 


FAB-MS 

344 
(M+H) + 


37 


MeH^JVj-^^" C0 2 H 


FAB-MS 

310 
(M+H) + 


27 


>-^^C0 2 H 

Et 


FAB-MS 

284 
(M+H) + 


38 


.^-^Me 2 


FAB-MS 

324 
(M+Hf 


28 


Et Ph Y^ 


FAB-MS 

346 
(M+H) + 


39 


Me Ph "V^ 5: ] 
Me-^^ 


FAB-MS 

324 
(M+H) + 


29 


MeO 


FAB-MS 

314 
(M+H) + 


40 


, — i Ph Yl 

IPr 


FAB-MS 

352 
(M+H) + 


30 


MeO^N-^^C0 2 H 


FAB-MS 

344 
(M+H)* 


41 


^cr^^co 2 Et 


FAB-MS 
254 
M" 


31 


Me Phv [f^] 


FAB-MS 

338 
(M+H) + 


42 


OHC — ^^C0 2 Et 


FAB-MS 

269 
(M+H) + 


32 


Me-(_^N-^^C0 2 Et 


FAB-MS 

338 
(M+H) + 


43 


0-^^C0 2 Et 


r— A D ti AO 

PAb-MS 

338 
(M+H) + 


33 


/^MeT^L 

/ N -^-^C0 2 Et 


FAB-MS 

352 
(M+H) + 


44 


O"^^C0 2 H 


FAB-MS 

310 
(M+H) + 
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(&3) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


45 




FAB-MS 

259 
(M+H)* 


55 


HO— ^^C0 2 H 


FAB-MS 

227 
(M+H)" 


46 


^^"C0 2 Et 


FAB-MS 

AD IVIU 

337 
(M+H) + 


56 


Me 

XXJ 


FAB-MS 

206 
(M+H) + 


47 


- 0 ^u c02Et 


FAB-MS 

416 
(M+H) + 


57 


Tl J[ Kl ^ 


FAB-MS 

379 
(M+H) + 


48 




FAB-MS 

342 
(M+H) + 


58 




FAB-MS 
242 

. M* 


49 


F-<^N-^^C0 2 Et 


FAB-MS 

342 
(M+H)* 


59 


Me 

« I 

XXJ 


FAB-MS 
224 
M" 


50 


i- nu 

F Y% 

F <^N—^^C0 2 Et 


FAB-MS 

360 
(M+H) + 


60 


Me 


FAB-MS 

211 
(M+H) + 


51 




FAB-MS 

388 
(M+H) + 


61 


Me 

TXT 


FAB-MS 
(M+H) + 


52 




FAB-MS 

314 
(M+H) + 


62 


QNL m Me 
\^^S Me 


ESI-MS 

224 
(M+H) + 


53 




CAD K/IQ 

314 
(M+H)* 


63 


0 2 N^^.CI 

N N" Me 
H 


FAB-MS 

188 
(M+H)* 


54 




FAB-MS 

332 
(M+H)* 


64 


O ki .Me 
Br^Br 


EI-MS 
350 
M* 
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Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


65 


o o 

\\// 

'KJL/ Me 


FAB-MS 

213 
(M+H) + 


76 


W 

^^C0 2 Et 


FAB-MS 

241 
(M+H) + 


66 


Me 

xx s y 


FAB-MS 
193 
(M-H)- 


77 


Ph^-w— Br 
^^C0 2 Et 


el-Mo 
318, 
320 
M + 


67 




EI-MS 
166 
M + 


78 




FAB-MS 

284 
(M+H) + 


68 


\^~S Me 


EI-MS 
193 
M + 


79 


^^CO z Et 


FAB-MS 

324 
(M+H) + 


69 


Me 


EI-MS 
162 
M + 


80 


Me Ph Y^l 
Me-N-^C0 2 Et 


FAB-MS 

284 
(M+H) + 


70 


H,N ^ H 

Me Me 


FAB-MS 
. 177 
(M+H) + 


81 


/ — \ 
^"C0 2 H 


FAB-MS 

296 
(M+H) + 


71 


H 


FAB-MS 

185 
(M+H) + 


82 


^Me 

TY Me 

^^C0 2 H 


FAB-MS 

254 
(M-H)- 


72 


Et0 2 C^ r ^/N0 2 


FAB-MS 

280 
(M+H) + 


83 




FAB-MS 

256 
(M+H) + 


73 


XXJ 


FAB-MS 

220 
(M+H) + 


84 


Me"^*X0 2 Et 


FAB-MS 

275 
(M+H) + 


74 


Me • 

U M ^ Kl O 


ESI-MS 

177 
(M+H) + 


85 


Me^^X0 2 Et 


FAB-MS 

275 
(M+H) + 


75 


H 


FAB-MS 

158 
(M+H) + 


86 


Me^^C0 2 Et 


FAB-MS 

309 
(M+H) + 
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50 

(*5) 



Rf 


Structure(salt) 


DATA 1 


Rf 


Structure(salt) 


DATA 


87 


s 1 


^C0 2 Et 


r— A ft Jin 1 

FAB-MS 

247 
(M+H) + 


98 


C N -^C0 2 Et 


CAR 

rn D-IVIO 

392 
(M+H)* 


88 


Me 


^"CO,Et 


FAB-MS 

275 
(M+H) + 


99 


Cn A<^C0 2 Et 


FAB-MS 

330 
(M+H) + 


89 




^CO z Et 


FAB-MS 

275 
(M+H) + 


100 


NC-^^N^^COj.Et 


FAB-MS 

349 
(M+H) + 


90 


Bi — ' 


^^C0 2 Et 


NMR 8 1.32-1.40 
(3H,m),4.30-4.40 
(2H,m),4.68 
(2H,brs),7.38- 
8.20 (7H,m) | 


101 


OvU C 0 2 Et 


I /A D-IVIO 

368 
(M+H) + 


91 


Bi~^ 


^^C0 2 Et 


NMR 5 1.30-1 .40 
(3H,m), 4.30- 
4.44 (2H,m), 
4.67 (2H,brs), 
7.40-8.25 (7H,m) 


102 




CAD li/IQ 

435 
(M+H) + 


92 


Br — ' 


O 

^^C0 2 Et 


NMR 8 1.30-1.40 
(3H,m), 4.30- 
4.44 (2H,m), 
4.66 (2H,brs), 
7.46-8.25 (7H,m) 


103 


I .^Me I I 

r\, — ^^c0 2 Et 
^"Me 


CAD MQ 

338 
(M+H)* 


93 


fx 

Rr — 


^^CO Et 


NMR 8 1.29-1.40 
(3H,m), 4.29- 
4.44 (2H,m), 
4.87 (2H,brs), 
7.23-8.24 (6H,m) 


104 


Me . 

Me x ^ N ^^ s ^C0 2 Et 


FAB-MS 

354 
(M+H) + 


94 


1 

Bl — 


CI 
^1 

^^CO-Et 

2 


FAB-MS 
353(M+H) + 
355(M+H) + 


105 


r ph 

(^N-^^C0 2 Et 


FAB-MS 

423 
(M+H) + 


95 


Br-^ 


o. 

^^C0 2 Et 


GC-MS 
336M* 
338M + 


106 


j E t P Ph^5^_ 


FAB-MS 

423 
(M+H) + 


96 




XX 


FAB-MS 

358 
(M+H) + 


107 


Me ^jj'^J 


FAB-MS 

324 
(M+H) + 


97 






FAB-MS 

358 
(M+H) + 


108 


MeO— * Phv ]^| 

[^N-^^C0 2 Et 


FAB-MS 

354 
(M+H) + 
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Gft6) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


109 




FAB-MS 

354 
(M+H) + 


120 


Me Me Ph, V^| 

L3N-^^C0 2 Et 


FAB-MS 

338 
(M+Hf 


110 


Me |f] 

^^C0 2 Et 


FAB-MS 

324 
(M+H) + 


121 


OH ph 


CAQ MO 

Ad- iVio 

356 
(M+H) + 


111 


<^N— ^^C0 2 Et 


-AB-MS 

392 
(M+H) + 


122 




FAR-MS 

I AA DIVIO 

407 
(M+H) + 


112 


nPr-HO-NH Ph^^s. 

<^N-^^C0 2 Et 


CAD Ik/IC 

Ad-Mo 
409 
(M+Hf 


123 




"AB-MS 

421 
(M+H) + 


113 


Et 


FAB-MS 

469 
(M+H) + 


124 


Et Et ' N ^ >^C0 2 Et 


FAB-MS 

397 
(M+H) + 


114 


Et £ N _^^ C 0 2 Et 


rAB-Mo 

409 
(M+H) + 


125 


^Y^C0 2 Me 
OH 


FAR-MS 

l /AD IVIO 

282 
M" 


115 


Q N _^v^-C0 2 Et 


FAB-MS 

407 
(M+H) + 


126 


Me 


FAB-MS 

218 
(M+H)* 


116 


O 


PAR-MR 

425 
(M+H) + 


127 


n-Pr 

» 

TXJ 


FAB-MS 

234 
(M+H) + 


117 


EU M O 

Et ^Ph-f ^\ 
O N — ^*X0 2 Et 


FAB-MS 

425 
(M+H) + 


128 


Me 

HO <X ^ss^Nk^O 


FAB-MS 

220 
(M+H) + 


11£ 


0 1 - A ^C0 2 Et 


FAB-MS 

342 
(M+H) + 


129 


N N-Me 


ESI-MS 
245,247 
(M+H) + 


11$ 


0-^^C0 2 Et 


FAB-MS 

358 
(M+H) + 


13C 


HO,C^^Cl 

N N-Me 


ESI-MS 

201 
(M+H) + 
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m7) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


131 


HO-C^^F 

N N— Me 


ESI-MS 

185 
(M+H) + 


142 


^ — ^ o 


FAB-MS 

407 
(M+H)* 


132 


Ph>^ ^^^^ */ \ 

1T" N J 


FAB-MS 

310 
(M+H) + 


143 


[Jn-^^ co 2 h 


FAB-MS 

310 
(M+H) + 


133 




FAB-MS 

330 
(M+H) + 


144 


M v- Ph Xl 

O N^^^X0 2 H 
Me 


FAB-MS 

326 
(M+H)* 


134 


CI — ^v^^v-X^^ 


FAB-MS 

330 
(M+H) + 


145 


p V ph yS 

<^N-^^C0 2 H 


FAB-MS 

395 
(M+H) + 


135 




FAB-MS 

364 
(M+H)+ 


146 




FAB-MS 

395 
(M+H) + 


136 




FAB-MS 

302 
(M+H) + 


147 


Me Ph> V^| 


FAB-MS 

296 
(M+H) + 


137 


Ph Tl 


FAB-MS 

321 
(M+H) + 


148 


MeO— x Phv^^f. 

UnJU- C o 2 h 


FAB-MS 

326 
(M+H) + 


138 


Er 


FAB-MS 

340 
(M+H) + 


149 


EtO ]f^1 


FAB-MS 

326 
(M+H)* 


139 


n _JLA C q 2H 


FAB-MS 

356 
(M+2H) + 


150 


Me V^l 


FAB-MS 

296 
(M+H)* 


140 


i Et 


FAB-MS 

369 
(M+H) + 


151 


Qn-^co 2 h 


FAB-MS 

364 
(M+H) + 


141 




FAB-MS 

340 
(M+H) + 


152 


nPr— 

, HN Ph Y^l 


FAB-MS 

381 
(M+H) + 
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(&8) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


153 




FAB-MS 

381 
(M+H) + 


164 


Plw^CHO 


FAB-MS 
254 
M + 


154 




FAB-MS 

379 
(M+H) + 


165 


PhN lPT^ CHO 

^0O 2 Et 


FAB-MS 

269 
(M+H) + 


155 


Et \ o ' 
B 0 ^ n _^> C02 h 


MD-lvlO 

397 
(M+H) + 


166 


Ph^ . — . k / \ 
^^C0 2 Et 


FAB-MS 

338 
(M+H) + 


156 


°N_J N ^*^°2 H 


CAD IMQ 
AD-IVIo 

397 
(M+H) + 


167 


Et' 


FAB-MS 

1 / V I— J IVI w 

368 ! 
(M+H) + 


157 




-AB-MS 

314 
[M+H) + 


168 


P~ \ Ph^ 

/ w- A ^co 2 a 

Et' 


PAR IVAQ 

384 
(M+H) + 


158 




FAB-MS 

330 
(M+H) + 


169 


Boc-N-a / — \ 


FAB-MS 

269 
(M+H)+ 


159 


Me Ph Y^l 
Me^ N _^^ C02H 


FAB-MS 

310 
(M+H) + 


170 


Boc-U-\ / — \ 

{)~\_/~ Me 


FAB-MS 

283 
(M+H) + 


160 


M 0-^C0 2 H 
Et 


FAB-MS 

328 
(M+H) + 


171 


Ph>s^s^ M e 

Hi H i 


ESI-MS 

405 
(M+H) + 


161 




FAR-MR 

379 
(M+H) + 


172 


Ph Y^l H H 

r^^VvVT 0 

OMs O ^- 0 ^ Me 


FAB-MS 

467 
(M+H) + 


162 


Me 

£^_/^C0 2 H 


FAB-MS 

393 
(M+H) + 


173 


Me 

i 

^ca Me 


FAB-MS 

232 
(M+H) + 


163 


w 

CI 


FAB-MS 
198 
M + 


174 


n-Pr 

Et0 2 C^^N>^0 

TXT 


FAB-MS 

262 
(M+H)* 
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0*9) 



Rf 


Structure(salt) 


DATA || Rf 


Structure(salt) 


DATA 


175 


Me 

XXL 


FAB-MS 

234 
(M+H) + | 


186 


NO 

Me0 2 C^^/ Me 


FAB-MS 

294 
(M+H)* 


176 


TO 


ESI-MS 

220 
(M+H)* 


187 


CF 3 


ESI-MS 

217 
(M+H)* 


177 


XX7 


ESI-MS 

238 
(M+H) 


188 


H 

Me 


FAB-MS 

162 
(M+H)* 


178 


N N-Me 


ESI-MS 

230 
(M+H) + 


189 


H 


FAB-MS 

218 
(M+H)* 


179 


N N-Me 


ESI-MS 
259,261 
(M+H) + 


190 


H 

MeO^Cv^sx^Nv^O 


FAB-MS 

220 
(M+H)* 


180 


N N-Me 


ESI-MS 

199 
(M+H)* 


191 




ESI-MS 

191 
(M+H)* 


181 


N N-Me 


ESI-MS 

206 
(M+H) + 


192 


^ — F 

TXT 


ESI-MS 

209 
(M+H)* 


182 




FAB-MS 

177 
(M+H) + 


193 


Me 


FAB-MS 

189 
(M+H)* 


183 


H2N TY^T° 

k^ 0 >""Me 


FAB-MS 

179 
(M+H)* 


194 


n Dr 

n-rT 

H 2 N^xwN^O 

XXX 


FAB-MS 

205 
(M+H)* 


18^ 


H 


FAB-MS 

179 
(M+H)* 


195 


2 XI / Me 

N N-Me 


ESI-MS 

156 
(M+H)* 


18? 


N0 2 

' U^co 2 Et 


ESI-MS 

281 
(M+H)* 


196 


XI ^ Me 

N-Me 


ESI-MS 

172 
(M+H)* 



I 
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GftlO) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


197 


l_| KI D r 

2 Me 
N N-Me 


ESI-MS 
216,218 
(M+H) + 


208 


Me 


d'lvIO 

174 
M + 


198 


Me 


EI-MS 
190 
M + 


209 


L**L^C0 2 Bn 
CF 3 CO z Bn 


rci MIC 

517 
(M-H)- 


199 


H 


FAB-MS 

175 
(M+H) + 


210 


Lsj*L^C0 2 Bn 
Me C0 2 Bn 


CAR |W|Q 

/ad- I VI o 
465 
(M+Hf 


200 


Et,NOC-7^ 

0^ N-Boc 


FAB-MS 

287 
(M+H) + 


211 




ESI-MS 

351 
(M+H) + 


201 


E^NOC,^ 
Boc— N^JO 


FAB-MS 

287 
(M+H) + 


212 


H 2 N NpY cl 

N NH 2 


ESI-MS 

144 
(M+H) + 


202 


nPrCOHN-7 — v 

rN-Boc 


FAB-MS 

271 
(M+H)+ 


213 


Me 


FAB-MS 

229 
(M+H) + 


203 


HI H H 
Ah O lAo^Me 


FAB-MS 

389 
(M+H) + 


214 


v iXr> 

Me 


EI-MS 
198 
M + 


204 




FAB-MS 

203 
(M+H)* 


215 


N N— Me 


FAB-MS 

236 
(M+H) + 


205 


1 1 Me 


FAB-MS 

165 
(M+H) + 


216 


^^0 A C0 2 Et 


FAB-MS 

285 
(M+H) + 


206 


H Me 


EI-MS 
216 
M + 


217 




FAB-MS 

271 
(M+H) + 


207 


' H2 XCr° 


EI-MS 
160 
M + 


218 




FAB- 
MS 
261 
(M+H) + 
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(til) 



Rf 


Structure(salt) 


DATA 


Rf 


Structure(salt) 


DATA 


219 


H H 

CI 


FAB-MS 
293 
(M-H)- 


228 


H 

O^O 2(HCI) 


FAB-MS 

169 
(M+H) + 


220 




EI-MS 
196 
M + 


229 


i i 

H 

0~ N O Me 

2(HCI) 


El-MS 
182 
M + 


221 


CI 

Me'^^CO Et 


FAB-MS 

215 
(M+H)* 


230 


Me >-N NH 

O J—* 

■ Me 


GC-MS 
156 
M + 


222 


° JUL 

Me^^-CO^t 


NMR (300MHz, 
DMSO-d 6 ) 
8 1 .33 (3H,t, 

J— O. irlZj, Z.H/ 

(3H, s), 4.35 
(2H,q,J=5.1Hz) 
,8.03(1H,s), 
8.04 (1H,s) 


231 


Me H 

o O 


FAB-MS 

199 
(M+H) + 


223 


E v "XX 

. N— ^^X0 2 Et 
H 


FAB-MS 

284 
(M+H) + 


232 


Me \\ Me 

Me A r N^v s ^o Y X Me 
o o 


FAB-MS 

216 
(M+H) + 


224 


M<\ N-Et 
Me-) — ' 
nvj 


FAB-MS 

118 
(M+H) + 


233 


Me^ 

Et-N NH 


GC-MS 
142 
M + 


225 


/ — s — CONEL 
HN O 

N — ' HCI 


FAB-MS 

187 
(M+H) + 


234 


Me ^| 
Me ^N^^OH 


FAB-MS 

! 132 
(M+H)* 


226 


CONE^ 
°J H HCI 


FAB-MS 

187 
(M+H) + 


235 


Me H 
Me^ N -^lQ 


LC-MS 

185 
(M+H) + 


227 


H _ 
H 0 I HCI 


FAB-MS 171 
(M+H) + 
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(112) 



Ex 


Structure(salt) 


DATA 


1 


Ph Y^ H 

O HCI ^ 


NMR:51 .20-1 .35(1 H,m),1 .53-1 .63(3H,m),1 .75-1 .91 (2 
H,m).2.54-2.65(2H,m),3.16-3.25(2H,m),3.76(3H,s), 
4.37(2H,d,J=5.1Hz),6.70(1H ) dd,J=8.3 I 2.0Hz) I 7.26(1 
H,t,J=8.2Hz) ) 7.37-7.43(2H 1 m),7.45-7.58(5H,m).7.6 
3-7.67(1H,m),8.02(1H ( d,J=7.8Hz),8.70-8.75(1H,m),1 
0.22(1 H.brs), 1 0.58(1 H,s).FAB-MS:401 (M+H) + 


2 


ph *Y^i H 

k^A^N^^^C-H 
HCI 


NMR:51 .35-1 .49(1 H,m),1 .64-1 .72(1 H,m),1 .75-1 .85(4 
H,m),2.93-3.06(2H I m),3.36-3.42(2H,m),4.47(2H I d,J 
=5.2Hz),6.53-6.59(1H,m),7.11-7.17(2H,m),7.34(1H, 
s) l 7.43-7.48(1H,m),7.51-7.57(2H,m),7.83-8.89(3H, 
m),7.91-7.95(1H,m) l 8.25(1H,s),9.52(1H,s),10.04(1 
H,brs),10.56(1H l s).FAB-MS:387(M+H) + 


O 


HCI 


NMR:82.79(3H,s),2.80(3H,s),4.43(2H I d,J=5.4Hz),6. 
54-6.60(1H,m),7.11-7.21(2H l m),7.33(1H,s),7.43-7.4 
8MH m\ 7 51-7 56f2H m) 7 84-7 96(4H m).8.20(1H, 
d,J=1.5Hz),9.56(1H ) s),10.18(1H,brs),10.60(1H I s).FA 
B-MS:347(M+H)* 


4 


P V^l H 
1-4^1^ N^^^OH 

k^ HCI 


NMR:81. 19-1. 34(1H,m),1.52-1.63(3H,m), 1.73-1. 88(2 
H,m),2.53-2.64(2H,m) ) 3.18-3.24(2H,m) I 4.37(2H,d ( J 
=5.4Hz),6.50-6.55(1H,m),7.13(1H,t,J=8.1Hz),7.29-7. 
33(1 H, m),7.37-7.42(2H > m),7.44-7.56(5H,m),8. 02(1 H 
I dd,J=8.1,1.7Hz) I 8.67(1H,d l J=1.7Hz),9.45(1H I s),10. 
1 9(1 H,brs),1 0.44(1 H,s).FAB-MS:387(M+H) + 


5 


Me O lJ ^* J 
HCI 


NMR:82.55(6H,s),4.38(2H I s),6.49-6.56(1H,m),7.13 
(1H,t,J=8.3Hz),7.28(1H,d,J=8.3Hz),7.39(2H I d I J=7.8 
Hz),7.43-7.57(5H,m),8.03(1H,d,J=8.3Hz),8.54(1H, 
s),9.54(1H,s), 10.32(1 H,s),1 0.36(1 H,brs).FAB-MS:34 
7(M+H) + 


6 


k-' 1 HCI 


NMR:81 .26-1 .42(1 H,m),1 .61-1 .79(5H,m),2. 72-2.85(2 
H,m),3.04-3.13(2H,m),3.22-3.36(4H,m) I 7. 39-7.45(3 
H,m),7.45-7.50(1 H,m),7.45-7.56(2H,m),7. 90-8.01 (2 
H,m) I 8.10-8.16(2H I m),8.70(1H,d,J=1.9Hz),9.40(1H, 
s),9.97(1 H, brs) J 0.69(1 H,s).FAB-MS:442(M+H) + 


7 


o k^ s 

k^ 1 HCI 


NMR:81 .20-1 .33(1 H,m),1 .52-1 .65(3H,m),1 .74-1 .93(2 
H,m), 2.54-2. 68(2H,m),3.18-3.28(2H I m),4.41(2H,d > J 
=5.4Hz),7.42(2H,d 1 J=6.8Hz),7.46-7.58(4H,m),8.02- 
8.10(2H I m),8.15(1H I d l J=8.8Hz),8.79(2H > s),9.42(1H I 
s),10.20(1H,brs),10.88(1H,brs).FAB-MS:428(M+H) + 


8 


P Vl H 

r N VS XXf* 

k^ HCI 


NMR:51 .20-1 .34(1 H,m),1 .52-1 .66(3H,m),1 .81-1 .97(2 
H,m),2.55-2.68(2H,m),2.81(3H I m) l 3.17-3.30(2H,m), 
4,39(2H,d,J=4.8Hz),7.41(2H,d,J=7.4Hz) ) 7.46-7.58(4 
H,m),8.01(2H,s), 8.04(1 H,d, J=7.8Hz), 8. 63(1 H,s,), 8.8 
5(1H I s) ) 10.39(1H,brs),10.87(1H,s).FAB-MS:442(M+ 
H) + 


9 


PlK^. 
r jUl v N v - v NMe 2 

r N > o U 

k^ HCI 


NMR:S1 .20-1 .35(1 H,m),1 .52-1 .62(3H,m),1 .78-1 .92(2 
H,m) I 2.53-2.64(2H,m),2.90(6H,s),3.17-3.26(2H,m),4 
.37(2H,d,J=5.4Hz),6.50(1H,dd,J=8.3,1.9Hz),7.15(1H 
,t,J=8.3Hz),7.33-7.43(4H,m),7.45-7.56(4H,m),8.01(1 
H,dd,J=8.3,2.0Hz),8.74-8.76(1H,m),10.34(1H,brs),1 
0.40(1 H,s).FAB-MS:414(M+H) + \ 
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Ex 


Structure(salt) 


DATA 


10 


HQ ° S^CI 
CI 


NMR:81.20-1.38(1H,m),1. 52-1. 68(3H,m),1. 78-1.9 
6(2H,m),2.55-2.70(2H,m),3.18-3.28(2H,m),4.38(2 
H > d,J=4.4Hz),7.39(2H,d I J=7.4Hz),7.45-7.60(5H, 
m),8.02(1H,d,J=7.8Hz),8.33(2H I s),8.78(1H,s),10. 
07(1H,s).FAB-MS:473(M+H) + i 


11 


HCI 


NMR:81. 20-1. 33(1 H,m),1. 53-1. 63(3H,m), 1.75-1. 9 
0(2H,m),2.35(3H,s) 1 2.52-2.66(2H,m), 3.15-3. 25(2 
H,m),4.37(2H,d,J=6.6Hz),7.37-7.42(2H,m),7.46-7. 
58(5H l m),7.76(1H,dd,J=8.8,2.5Hz),7.97(1H,d,J=2 
.5Hz),8.01(1H,dd,J=8.3,1.9Hz),8.72(1H,d,J=1.9H 
z), 10.1 7(1 H,s),1 0.69(1 H,s).FAB-MS:463(M+H) 


12 


r j ° 

HCI 


NMR:51. 20-1. 35(1 H,m),1.53-1.63(3H,m),1.70-.18 
5(2H,m),2.53-2.65(2H,m), 3:16-3. 24(2H„m),4. 37(2 
H,d,J=5.3Hz),4.55(2H I s),6.94(1H,d,J=8.8Hz),7.35 
(1H,dd I J=8.6 I 2.3Hz),7.38-7.42(2H,m),7.46-7.57(4 
H,m),7.68(1 H,d,J=2.4Hz),8.02(1 H,dd,J=8.1 ,1 .7H 
z),8.64(1H,d,J=1.7Hz),10.04(1H l brs),10.52(1H,s), 
10.81 (1 H,s).FAB-MS:442(M+H) + 


13 


(C0 2 H)2 ° 


NMR:81. 33-1. 45(2H,br),1. 46-1. 57(4H,m), 1.84-1. 9 
3(2H,m),2.43-2.69(7H,m),2.84(3H,s),3.19(2H l t,J= 
5.6Hz),3.94(2H,brs),6.85(1H,d,J=8.3Hz),7.01-7.0 
8(2H,m),7.39-7.54(6H,m) l 8.02(1H,d,J=7.3Hz),8.2 
1(1H,s),10.05(1H,s).FAB-MS:440(M+H) + 


14 


2(HCI) N 


NMR:81. 20-1 . 36(1 H,m),1. 52-1. 66(3H,m), 1.81-1. 9 
7(2H,m),2.58-2.70(2H,m),3.18-3.31(2H > m),4.42(2 
H,d,J=5.3Hz),7.39-7.46(2H,m),7.47-7.59(4H,m) > 7. 
73(1H,t,J=7.8Hz),7.82(1H,t,J=7.8Hz),8.07-8.17(3 
H,m), 8.90(1 H,s), 9. 20(1 H,s),9.57(1H,s) ) 1 0.21 (1H, 
brs),11.43(1H,s).FAB-MS:422(M+H) + 


15 


l^J 2(HCI) 


NMR:81. 20-1. 35(1 H,m),1. 52-1. 65(3H,m), 1.76-1. 9 
2(2H,m),2.56-2.68(2H,m),3.18-3.28(2H,m),4.41(2 
H,d,J=4.9Hz),7.41-7.46(2H,m),7.48-7.60(4H I m) > 7. 
85-7.93(1 H,m),8.00(1H,d,J=7.3Hz),8.02-8.22(3H, 
m),8.93(1H,s),9.10-.9.18(1H I m),9.21(1H,d,J-3.9H 
z), 10.34(1 H,brs),11.12(1H,s).FAB-MS:422(M+H) + 


16 


Me 2(HCI) 


NMR:81.03-1.95(6H,m),2.21-2.74(1H,m) l 2.96-3.0 
4(1 H,m),3.1 8-3. 50(1 H,m), 3.96-4.05(1 H,m),4. 10-4. 
40(2H, br),4. 91-4.99(1 H,m),7. 39-7. 59(6H,m),8. 08 
(2H,d,J=8.3Hz),8.15(1H,d,J=8.8Hz) l 8.79(2H,brs) > 
9.41(1 H,s), 10. 00(1 H.br), 10.26(1 H,br),1 0.89(1 H, 

«s \ PAR-M c »-442fM+HS + 

5 , ) . P/"\D-IVI o • H4 £, \ ivi ■ 


17 


^ HCI 


NMR:81. 95-2. 09(1 H,m), 2. 32-2. 52(1 H,m), 2.86-2. 9 
9(1 H,m),3.24-3.38(2H,m),3.56-3.68(1 H,m),4.49(2 
H l d,J=5.4Hz),5.45-5.55(1H,m),5.70-5.80(1H,m),7. 
39-7. 58(6H,m),8.02(1H I d,J=8.8, 2.0Hz), 8. 10(1 H,d 
d I J=7.8,1.5Hz),8.16(1H,d ) J=8.3Hz),8.70-8.80(2H, 
m),9.41(1H,s),10.55(1H,brs) ) 10.81(1H ) s).FAB-M 
S:426(M+H)* 
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Ex 


C^n i/%4i ita / colf\ I 

otruciure^saiij | 


DATA 


18 


HCI 


NMR:82.75-2.85(1H,m),3.07-3.26(2H,m),3.47-3. 
59(1 H,m), 3.98-4.08(1 H t m),4.27-4.36(1H,m),4.5 
2-4.64(2H,brs),7.08(1H,d,J=7.3Hz),7.13(1H ) d,J 
=7.4Hz),7.15-7.25(2H,m) l 7.53(5H,m) ) 7.56(1H,d, 
J=8.3Hz),7.97(1H,d,J=8.8Hz),8.14(2H,d,J=8:8H 
z),8.73(2H.s.),9.40(1H,s),10.77(2H ) brs). 

FAB-MS:476(M+H) + J 


19 


HCI ° 


NMR:81.72-1.91(4H,m),2.70-2.82(2H,m),3.33-3. 
42(2H,m) I 4.48(2H ) d,J=5.9Hz),7.39-7.58(6H,m), 
8.03-8. 11(2H,m),8.1 5(1 H,d,J=8.8Hz),8.74-8.82( 
2H,m),9.42(1H,s) I 10.78-10.89(2H I m).FAB-MS:4 

14(M+H) + 


20 


ph Y^ H I 


NMR:81 .35-1 .59(6H,m),1 .60-1 .73(2H,m),2.79-2. 
90(2H,m),3.20-3,32(2H I m),4.42.(2H,d,J=5.4Hz), 
7.38-7.44(2H,m),7.47-7.58(4H,m),8.03-8.11(2H, 
m),8.16(1H,d,J=8.8Hz) ) 8.79(2H,s),9.41(1H,s),1 
0.36(1 H,br),1 0.83(1 H,s).FAB-MS:442(M+H) + 


\ 


PlK^*, I 
__, If I H 

XXi | 


NMR:82.73-2.90(2H,m),3.25(2H,d,J=12.3Hz),3. 
72-3.94(4H,m),4.00-4.60(2H,m),7.36-7.58(6H,m 
),8.01-8.11(2H,m),8.15(1H,d,J=8.8Hz),8.72-8.8 
2(2H,m),9.41 (1 H,s),1 0.74-1 0.89(2H,m).FAB-MS 
:430(M+H) + 


loo 
izz 


Me J^MtTVV 
H 


NMR:81 .69-1 . 84(4H,m),2. 08-2.20(1 H,m),2.48-2. 
72(1 H,m), 2.76-2. 98(1 H,m), 3. 06-3. 30(1 H,m), 3.4 
2-3.71 (1 H,m),3.30-4. 60(3H,m),7. 38-7. 58(6H,m), 
8.00-8.30(4H,m),8.69(1 H,d, J=9.8Hz),8.77(1 H,a, 
J=1.4Hz), 9.42(1 H,s), 10. 66-1 0.95(2H,m).FAB-M 
S:471(M+H) + 


23 


HCI O "iv^s 


NMR:82.75(3H,m),3.00-4.40(10H,m),7.40-7.58 
(6H,m),7.95-8.08(2H l m),8.15(1H,d,J=8.8Hz),8.4 
9(1H,brs),8.73(1H,s) l 9.41 (1H,s), 10.68(1 H,s).FA 
B-MS:443(M+H) + 




HCI 0 K^~s 


NMR:83.33-3.50(2H,m),3.54-3.80(2H,m),4.25-4. 
40(2H,m),4.49(2H,d ) J=5.4Hz),4.52(2H,s),6.82- 
6.92(1H,m),7.06-7.18(1H,m),7.38-7.57(6H,m),7. 
77-7.90(1H,m),8.03-8.12(3H,m),8.16(1 H,a,J-8. 
8Hz) I 8.78-8.88(2H I m),9.42(1H,s),10.86(1H,s),1 
1.10(1H,brs).FAB-MS:506(M+H) + 


be 


Ph V*i H 

r^s Tx s > 

Et HCI 


NMR:80.99(6H,t,J=7.3Hz),2.76-2.89(2H,m),2.9 
7-3.10(2H I m),4.43(2H,d,J=5.3Hz),7.42-7.59(6H, 

I -v»\ Q n>f Q rr»\ Q U H I = Q 8 74-8 

TTn),o.U4-o. 1 1 ^Zn, m J,o. lO^l n,u, J— o.on^.j,o. / *t o. 

81(2H,m),9.41(1H,s),10.30(1H,brs) I 10.89(1H,s). 
FAB-MS:416(M+H) + 


2C 


OWle HCI 


NMR:81 .00(3H,t, J=7.3Hz),2.78-3.28(7H,m),3.5 
7-3.63(2H,m),4.44-4.60(2H,m).7.39-7.59(6H,m) I 
8.04-8.1 1(2H,m),8.15(1H,d,J=8.8Hz),8.76-8.81( 
2H,m),9.42(1H,s),10.44(1H,brs),10.87(1H,s).FA 
B-MS:446(M+H) + 
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iM 1 5) 



Ex 


Structure(salt) 


DATA 


27 


L J8 .JL m K1 

b o K^s 

HCI 


NMR:81.01(3H,t,J=7.3Hz),2.60-2.78(1H,m),2.79- 
2.92(1 H, m),4.20-4.60(4H,m),7. 35-7.62(1 1H,m),8 
.04-8.1 1(2H,m), 8. 17(1 H,d, J=8.8Hz), 8.73(1 H,d.J= 
1.4Hz),8.80(1H,d ) J=1.9Hz),9.42(1H,s),10.66(1H, 
brs),10.90(1H,s).FAB-MS:478(M+H) + 


28 


MeO^JJ- 1 O K^-s j 
HCI 


NMR:83.11-3.22(10H,m) I 3.50-3.63(4H,m) ) 4.60(2 

H, d,J=4.9Hz),7.38-7.60(6H,m),8.04(1H,dd,J=8.8, 

I. 9Hz) ) 8.11(1H,dd l J=7.8 ( 2.0Hz) I 8.16(1H,d I J=8.8 
Hz),8.70-8.80(2H, m), 9.42(1 H,s) ) 10.33(1H,brs),1 
0.82(1 H,s).FAB-MS:476(M+H) + 


29 


HBr 


NMR:50.67-0.80(3H,m), 0.91-1. 03(1 H,m), 1.40-1. 
78(3H,m),1.80-1.95(1H,m),2.18-2.30(1H,m),2.5 
3-3.30(2H,m),4.33-4.60(2H,m),7.40-7.44(2H,m) ) 
7.46-7. 59(5H,m), 7. 97(1 H,dd,J=8. 8, 1.9Hz),8. 13-8 
. 19(2H,m), 8.57(1 H,s), 8-73(1 H,d,J=2.0Hz),S l.43(2 
H,s) l 10.63-10.67(1H,m).FAB-MS:442(M+H) + 


30 


V HBr 
Me 


NMR:80. 70-0. 86(3H,m),1. 30-1. 72(5H,m),2. 57-2. 
70(1. 5H,m),2. 88-3.04(0. 5H,m), 3. 20-3.29(2H,m), 
4.37-4. 59(2H,m), 7. 39-7. 60(6H,m),7. 93(1 H,d,J=8. 
3Hz),8.14-8.19(2H ) m),8.50(1H,s),8.71(1H,s),9.2 
1(0.8H l brs) I 9.42(1H,m),9.52(0.2H,brs) I 10.63-10. 

67(1 H,m).FAB-MS:442(M+Hr 


31 


Me-f Nv pMe O Kt^s 
^ HBr . 


NMR:81. 04-1. 23(7H,m),1. 33-1. 80(5H,m),3. 23-3. 
41(1H,m),3.41-3.56(1H,m),4.41(1.1H,s),4.64(0.9 
H,s),7.43-7.64(6H,m),7.90-7.97(1H,m), 8.1 0-8.19 
(2H,m),8.71(1H I s),8.47(0.4H,brs),8.71(1H,s),9.3 
2(0.6H,brs),9.42(1H,s) I 10.68-10.77(1H,m).FAB- 
MS 456(M+H) + 


32 


Me— Me HBr 


NMR:80.63-0.80(7H,m),1 .07-1 .1 9(0.2H,br),1 .41- 
1. 48(0. 2H,m),1. 58-1. 67(0.8H,m),1 . 76-1. 91 (1.8H, 
br), 2. 09-2. 21 (2H,m), 2. 87-2. 94(0. 2H,m), 3.02-3.1 
6(1.8H,m),4.42(1.8H l d I J=5.4Hz),4.56-4.61(0.2H, 
m),7.40-7.45(2H,m) ) 7.47-7.60(4H,m),7.91 (1 H.dd 
J=8.8,2.0Hz),8. 14-8.21 (2H,m), 8.44-8. 50(1 H,m), 
8.70(1 H,d,J=2.0Hz), 8.32-8.46(1. 8H,m),9.80(0.2 
H,brs),10.64(1H,s).FAB-MS:456(M+H) + 


33 


HBr 


NMR:80.92-1. 24(10H,m),1. 26-1 .56(3H,m),1. 62-1 
. 74(3H,brs),1. 81-1. 91 (1H,m), 3.1 3-3.23(1 H,m),3. 
58-3.68(1 H I m),4.41-4.57(2H,m),7.45-7.50(2H I m) 
,7.50-7.62(4H,m) l 7.95(1H,d,J=8.8Hz) I 8.13-8.18( 
2H,m),8.36(1H ) s),8.44(1H,brs),8.72(1H,d I J=1.9H 
z),9.42(1H,s),10.74(1H ) s).FAB-MS:484(M+H) + 


34 


HCI 


NMR.81. 24-1. 32(1H,m), 1.54-1. 62(3H,m),1. 74-1. 
88(2H,m),2.48-2.52(2H ( m) > 3.18-3.24(2H,m),4.37 
(2H,d,J=5.4Hz),7.28(1H,d,J=8.8Hz),7. 38-7.43(2 
, H,m),7.46-7.57(4H,m),7.58-7.62(1 H,m),7.87(1 H, 
s),8.02(1H ( dd,H=7.8 I 1.4Hz),8.69-8.72(1H,m),10. 
1 1 (1 H,brs),1 0.66(1 H,s),1 1 .68(1 H,s).FAB-MS:428 
(M+H) + 
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(He 1 6) 



Ex 


Structure(salt) 


DATA 


35 


HCI 


NMR:81 .60-1 ^S^H.mJ^.SO^.eS^H.m)^. 86-3.0 
2(2H,m),3.21-3.40(2H,m),4.44-4.74(2H,m) l 5.28-5. 
45(1 H,m), 7.00-7.61 (1 1H,m),8.01-8.19(3H,m),8. 7 
0-8.85(2H,m),9.42(1H,s),10.40-10.72(1H,m),10.7 
5-1 0.96(1 H,m).FAB-MS:520(M+H) + | 


36 


HCI 


NMR:81 .20-1 .34(1 H,m),1 .52-1 .63(3H,m),1 .73-1 .8 
9(2H,m),2.53-2.65(2H,m),3.17-3.24(2H,m),4.37(2 
H,d I J=4.9Hz) I 6.02(2H,s),6.92(1H,d,J=8.3Hz),7.3 
6-7. 42(3H,m),7. 45-7. 56(5H,m),8.00(1H,d,J=8.3H 
z), 8.70(1 H,s),10. 14(1 H,brs),1 0.52(1 H,s). FAB-MS: 
415(M+H) + 


37 


Q-^ H rVS 

2(HBr) 


NMR:81.20-1.35(1H,m),1.54-1.67(5H > m) l 2.52-2.6 
9(2H,m),3.16-3.26(2H,m),4.41(2H,d,J=5.4Hz) l 7.4 
0-7.45(2H,m),7.49-7.60(4H I m), 7.78(1 H,brs),8.12- 
ft 17C\V\ ml 8 48MH 8 80MH brsl 8 91MH 9 
10(1H,s),9.22(1H,brs),11.03(1H,s).FAB-MS:422(M 
+H) + 


38 


r N. O ^ N 
l^J (CO z H) 2 H 


NMR:81. 30-1. 40(2H,m),1. 42-1. 56(4H,m),3. 30-3. 8 
0(6H,m),7.09(1H,d,J=7.7Hz),7.40-7.52(7H,m) I 7.8 
5(1H,d,J=2.0Hz),7.94-8.00(1.H I m) ( 8.15(1H,brs) ) 10 
11 60MH FAB-MS - 428(M+H') + 


39 


r A A- N rv N >=o 

.N. O 
Cj "CI 


NMR:81. 20-1. 35(1 H,m),1. 53-1. 63(3H,m), 1.74-1. 9 
0(2H,m) l 2.54-2.66(2H,m),3.18-3.24(2H,m),3.33(3 
H,s),4.38(2H,d,J=5.4Hz) I 7.34(1H,d,J=8.8Hz),7.3 
8-7.42(2H, m), 7.46-7. 57(4H,m) I 7.63(1H,dd,J=8.8 I 1 
.9Hz),7.94(1H,d I J=1.5Hz),8.03(1H l dd ) J=8.8,.1.4Hz 
) ) 8.74(1H,s),10.17(1H I brs) I 10.74(1H,s).FAB-MS:4 
42(M+H) + 


40 


r N. O KJ 
KJ HCI 


NMR:81. 20-1. 35(1 H,m),1. 53-1. 65(3H,m),1. 72-1. 8 
8(2H,m),2. 56-2. 69(2H,m),3.19-3.25(2H,m),4. 39(2 
H ( d,J=5.4Hz),7.38-7.44(2H,m), 7.47-7. 58(4H,m),7. 
69(1 H,t,J=8.3Hz),7. 96-8. 02(1 H,m), 8. 04-8. 11 (1H, 
m),8.35(1H,d,J=7.8Hz),8.71(1H,s),8.95(1H,d,J=2. 
0Hz), 9.96(1 H, brs), 11. 11 (1H,s).FAB-MS:416(M+H) 

+ 


41 




NMR:51. 20-1. 35(1 H,m),1. 52-1. 66(5H,m),2. 55-2. 6 
8(2H,m),3.17-3.24(2H I m) ) 4.39(2H,d,J=4.9Hz),7.3 
3(1H,d,J=6.8Hz),7.39-7.44(2H,m),7.48-7.58(4H, 
.m),7.61-7.66(2H,m),8.04-8.09(1H,m),8.12-8.17(1 
H, m), 8.34(1 H,s),8.43(1H,s),9.20(1H, brs), 10.85(1 
H,s).FAB-MS:459(M+H) + 


42 


■ — — * 

^ — J HCI 


NMR: 81 .20-1 .35(1 H,m),1 .56-1 .64(3H,m),1 .72-1 .8 
6(2H,m),2.54-2.63(2H,m) ) 2.68(2H,t,J=5.4Hz) ) 3.09 
(2H I t,J=5.4Hz),3.18-3.24(2H ) m),4.37(2H,d,J=5.4H 
z),7.38-7.45(2H,m) l 7.46-7.57(4H l m) > 7.59(1H,d,J= 
8.8Hz),8.05(1H,dd,J=8.8,2.0Hz),8.16(1H l dd I J=8.8 
,2.0Hz),8.29(1H,d,J=1.9Hz) l 8.71(1H,d,J=1.4Hz),1 
0.06(1 H,brs),10.82(1H,s).FAB-MS:425(M+H) + 
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<*1 7) 



Ex 


Structure(salt) 


DATA 1 


43 


kJ HCI 


NMR:81 .20-1 .33(1 H,m),1 .53-1 .63(3H,m),1 .72-1 . | 
86(2H,m) I 2.54-2.63(2H,m),2.66-2.69(2H,m),3.1 
7-3.24(4H,m),4.38(2H,d,J=4.9Hz),7. 389-7.43(2 
H,m) l 7.47-7.57(6H,m),7.87(1 H,d, J=7.3Hz),8.07 
(1H,dd,J=7.8,1.4Hz),8.74(1H,s),10.15(1H l brs) ) 1 
0.48(1H,s).FAB-MS:425(M+H) + I 


44 




NMR:81. 22-1. 36(1 H,m),1. 55-1. 66(3 H,m), 1.77-1 
.92(2H,m),2.58-2.71(2H,m),3.19-3.27(2H,m),4.3 
7(2H,d ) J=5.4Hz),7.33-7.41(2H ) m) l 7.43-7.52(3H 
,m), 8.03-8.09(2H,m), 8.15(1 H,d,J=8.8Hz), 8.75-8 
.80(1 H,m), 9.41 (1H,s), 10.1 3(1 H.brs), 10.88(1 H,s 

).FAB-MS:446(M+Hr | 


AR 


Ph Y^ H H 
M>. o KJ-J 

kJ HCI 


NMR:81 .21-1 .34(1 H,m),1 .53-1 .63(3H,m),1 .76-1 . 
90(2H I m),2.54-2.65(2H,m),3.19-3.25(2H,m) > 4.3 
8(2H,d,J=4.9Hz),6.37-6.41 (1 H,m),7.28-7.57(9H 
,m), 8. 00-8. 07(1 H,m),8.21 (1 H, s),8. 74(1 H,s), 10.2 
9(1H,brs), 10.48(1 H,s),11. 10(1 H,s).FAB-MS:41 0 
(M+H) + 


46 


^N. O U^N-^ 
kJ 


NMR:81. 27-1. 38(1 H,m),1. 38-1. 54(5H,m), 2.22(4 | 
H,brs),3.33-3.42(2H,m) l 7.23(1H,dd I J=7.5,2.3H 
z),7. 34-7. 54(7H,m),7. 84.(1 H, s),7. 88-7. 96(1 H, 
m), 8. 06(1 H,d,J=1.5Hz), 8.1 5(1 H,s), 8.49(1 H,d,J= 
6.9Hz),10.49(1H,s).FAB-MS:411(M+H) | 


47 


.N. O 
kj HCI 


NMR:81 .21-1. 35(1 H,m),1. 54-1. 64(3H,m), 1.77-1. 
92(2H,m), 2.56-2. 68(2H,m), 3. 17-3. 29(2H,m),4.4 
1(2H,d,J=4.9Hz) l 7.38-7.45(2H,m), 7.47-7. 58(4 
H,m),8.05-8.15(2H,m),8.39-8.46(1H,m),8.79-8.8 
4(2H,m),8.86(1H I d,J=2.0Hz) ) 8.93(1H I d I J=2.0H 
z),1 0.17(1 H,brs),11. 15(1 H,s).FAB-MS:423(M+ 

H) + 


48 


kj 2(HCI) 


NMR:81.20-1.36(1H,m) I 1.52-1,65(3H,m),1.79-1. I 
96(2H,m),2.55-2.70(2H,m),3.18-3.37(8H,m),4.3 
9(2H,d,J=5.3Hz),7.37-7.63(7H,m),7.85(1H,s) I 7. 
97-8. 07(2H,m), 8. 86(1 H,d,J=1.5Hz), 10.14(1 H.br 
s), 11. 50(1 H,s),13. 07(1 H,brs).FAB-MS:415(M+H 

Y 


49 


Ph Y^ll H ^© 
kJ HCI 


NMR:81. 16-1. 35(1 H,m),1. 50-1. 66(3H,m), 1.74-1. I 

97(2H,m) l 2.54-2.65(2H 1 m),2.77(3H,s),2.85-2.97 

(2H ) m) I 3.14-3.27(2H,m),3.33-3.42(2H,m),4.37( 

2H,d I J=4.4Hz),7.09(1H,d,J=8.3Hz) l 7.27-7.60(8 

H,m) I 8.00(1H,d,J=8.3Hz),8.72(1H,s),10.27(1H l 

brs), 10.46(1 H,s).FAB-MS:426(M+Hr j 


5C 


kJ HCI 


NMR:81. 21-1. 34(1 H,m),1. 52-1. 64(3H,m),1. 65-1. 
83(2H,m),2.17(3H,s),2.55-2.60(2H ) m),3.06-3.28 
(4H,m),4.07-4.16(2H,m),4.36(2H,d.J=4.8Hz) I 7. 
20(1H,d I J=8.3Hz),7.37-7.57(7H,m),8.06(1H l d,J 
=7. 9Hz),8.57(2H,s), 9.93(1 H,brs),10.45(1H,s).F 
AB-MS:454(M+H) + I 



« 
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(H18) 



Ex 


Structure(salt) 


DATA 


51 


U HCI 


NMR:S1 .20-1 .35(1 H,m),1 .52-1 .64(3H,m),1 .80-1 . 
95(2H,m),2.53-2.66(2H,m),3.19-3.25(2H,m),3.4 
4(2H, s)4.37(2H,d,J=5.4Hz),7. 15-7. 19(1 H,m),7.3 
8-7.41(2H,m),7.45-7.56(5H I m),7.68(1H,brs),7.9 
7-8. 01 (1H,m),8. 78(1 H,s),10.46(2H,m),1 0.62(1 H, 
s).FAB-MS:426(M+H) + 


52 


O hci 


NMR(300MHz,DMSO-d 6 ):81. 20-1 .37(1 H,m), 1.5 
2-1. 65(3H,m),1. 77-1 .95(2H,m),2.54-2.69(2H,m), 
3.17-3.28(2H,m),4.39(2H I d,J=5.1Hz),7:38-7.60( 
7H,m) I 8.03(1H I dd,J=8.1 I 1.7Hz),8.43(1H,dd I J=8. 
o,2.7nz),o.o1 (1 n,a,J-1.onZ;,a.uzpn,a,J-i.onz 
), 10.16(1 H,brs),11. 10(1 H,s).FAB-MS:406(M+H) + 


53 


^SVL O 

Kj hci 


NMR:81 .20-1 .32(1 H,m),1 .53-1 .63(3H,m),1 .78-1 . 
90(2H.m),2.58-2.63(2H,m),3.18-3.26(2H J m),4.3 
8(2H,d,J=5.2Hz),7.37-7.58(6H,m),7.94-7.98(1H, 
m),8.04(1H,dd,J=7.8,1.5Hz),8.11(1H,d,J=2.3Hz) 
,8.35(1 H,d,J=5.3Hz),8.76(1H,s),10.02(1H,brs),1 
1 .26(1 H,s).FAB-MS:406(M+H) + 


54 


kJ HCI H 


NMR:61 .20-1 .36(1 H,m),1 .52-1 .64(3H,m),1 .77-1 . 
93(2H.m),2.54-2.68(2H ) m),3.02(3H,s), 3.16-3.28 
(2H,m),4.38(2H,d I J=4.8Hz),7.34-7.57(7H,m),7.7 
7(1 H dd,J=8.8,2.0Hz),7.96-8.05(2H,m),8.77(1H, 
s),9.50(1H,s),10.20(1H,brs),1 0.89(1 H,s).FAB-M 
S:482(M+H) + 


55 


Ph Y^l H H 

r isL o KJ^ S J 

HCI 


NMR:81 .20-1 .35(1H,m),1 .52-1 .64(3H,m),1 .80-1 . 
95(2H,m),2. 53-2. 66(2H,m),3. 19-3. 24(2H,m),3.4 
5(2H,s,)4.37(2H,d,J=5.4Hz) l 7.28-7.32(1H,m) ) 7. 

qq t AA(OU\ m\ 7 A^J7 ^fif^H m\ 7 R^flH m 
oo- r .^H , m j, / .^t-o- / .oo^orijiTij, / . o**- / .oo\ i n,ni 

),7.98-8.02(1H,m),8.74-8.77(1H,m),10.37(1H I br 
s), 1 0.66(1 H,s).1 0.69(1 H,s).FAB-MS:458(M+H) + 


56 


kj OH 


NMR(CDCI 3 ):81. 30-1. 61 (6H,m),2. 20-2. 50(4H, 
m),3.44(2H,s),5.09(2H,brs),6.86(1H,s),7.21-7.6' 
2(8H,m) ) 7.71(1H,d,J=8.4Hz),7.88(1H,d,J=8.3H 
z), 8.19(1 H,dd,J=8.1,1.8Hz),8.51(1H,d,J=1.6Hz). 
FAB-MS:438(M+H) + 


57 


kj HCI OH 


NMR:81 .20-1 .35(1 H,m),1 .52-1 .64(3H,m),1 .77-1 . 
94(2H,m),2.53-2.68(2H ) m),3.10-3.40(2H,m) ) 4.3 
9(2H,d,J=4.9Hz),6.77-6.85(1H l m),7.24-7.58(8H, 
m),7.95(1H l dd,J=8.8,2.0Hz),8.03-8.13(2H ) m),8. 
49(1H,d,J=2.0Hz),8.79(1H,d,J=2.6Hz), 10.1 2(1 H 
,s), 10.29(1 H,brs),10.78(1H,s).FAB-MS:437(M+ 
H) + 


5E 


HCI 


NMR:81. 20-1. 35(1 H,m),1. 52-1. 64(3H,m), 1.80-1. 
95(2H ) m),2.55-2.66(2H,m).3.19-3.26(2H,m),3.3 
5(3H,s) ) 3.52(2H,s) 1 4.38(2H,d,J=4.8Hz) 1 7.38-7.4 
2(3H,m),7.46-7.56(4H,m),7.74-7.79(1H,m),7.98- 
8.04(2H,m),8.78-8.82(1H,m),10.25(1H I brs),.10. 
80-10.81(1 H,m).FAB-MS:472(M+H) + 



WO 2004/110986 PCT/JP2004/008479 

64 



(in) 



Ex 


Structure(salt) 


DATA 


59 


Kj hci 


NMR:S1. 20-1. 35(1 H,m),1. 52-1. 64(3H,m), 1.80-1 .9 
5(2H,m),2.33(3H,s),2.54-2.64(2H,m), 3.17-3.26(2 
H,m),4.37(2H,d,J=4.9Hz),7.19-7.23(1H,m), 7.36-7 
.42(3H,m),7.46-7.56(4H,m),7.69(1H l brs),7.84-7.8 
8MH rrrt 7 98-8 02(2H m) 8 77(1H brs),10.37(1H, 
m),10.66(1H,s).FAB-MS:428(M+H) + 


60 


HCI 


NMR:S1. 20-1. SS^^m),"!. 52-1. 64(3H,m),1. 76-1. 9 
0(2H ) m),2.42-2.48(2H,m) l 2.54-2.64(2H,m),2.81-2 
.87(2H,m),3.17-3.24(2H I m) I 4.37(2H ) d,J=5.4Hz),7 
.12-7.15(1H,m),7.34-7.42(3H,m),7.46-7.56(4H,m) 
,7.64-7.66(1 H, m), 7. 99-8.03(1 H, m),8. 71-8.74(1 H, 
m),10.16(1H,s),10.34(1H,brs),10.55(1H,s).FAB- 
MS:440(M+H) + | 


61 


HCI 


NMR:81.27-1.52(6H t m),2.16-2.34(4H,m),3.39(2H 
,s) l 7.11(1H,dcl l J=8.8,1.9Hz) I 7.22(1H,dd ) J=2.0Hz) 
,7.28-7.52(8H,m),7.75(1 H,d, J=7.8Hz),7.83(1 H,d„ 
J=8 8Hz) 8 06(1H,d,J=7.9Hz),8.17(1H,s),9.75(1H 
,s),10.32(1H,s).FAB-MS:437(M+H)* j 


62 


2(HCI) H 


NMR:51 .20-1 .30(1H,m),1 .54-1 .64(3H,m),1 .84-1 .9 
7(2H,m) ) 2.54-2.66(2H I m),3.16-3.28(2H ) m),4.39(2 
H,d,J=5.4Hz) I 5.00(2H,brs),7.38-7.57(7H I m),7.87- 
8. 93(1 H,m),8.00-8. 05(1 H,m),8. 07-8.1 0(1 H,m), 8.4 
2-8.45(1 H,m),8.82-8.87(1H > m) I 10.49(1H,brs), 10. 
68(1 H,s).FAB-MS:411 (M+H) + 


63 


O HC, 


NMR:51. 21-1. 37(1 H,m),1. 50-1. 66(3H,m), 1.77-1 .9 
5(2H,m),2.55-2.67(2H I m) I 3.18-3.30(2H,m),3.28(3 
H,s),4.39(2H,m),4.65(2H,s),7.01(1H,d I J=8.8Hz) ) 7 
^8-7 58^61-1 ml 7 67MH dd J=8 6 2 OHz) 7 89f1H 
,d, J=2.2Hz),7. 99-8. 06(1 H,m),8. 77-8. 81 (1H,m), 10 
.24(1H,brs),10.69(1H,s).FAB-MS:456(M+H) + 


64 


CJ HC. 


NMR:81 .20-1 .35(1H,m),1 .52-1 .64(3H,m),1 .76-1 .9 
2(2H,m) l 2.54-2.65(2H,m),3.18-3.26(2H I m),4.38(2 

H,d,J=5.4Hz),7.38-7.42(2H I m),7.46-7.56(5H I m),7 
85-7 70/1H rrrt 8 00-8 04f2H 8 77(1 H 10 3 
2(1 H,s), 10. 76(1 H,s),11. 96(1 H,brs).FAB-MS:444( 
M+H) + 


65 


Ph Y^l H 

o 

kj HCI 


NMR:81. 20-1. 35(1 H,m),1. 52-1. 65(3H,m),1. 80-1 .9 
5(2H,m) I 2.56-2.66(2H I m) ) 3.20-3.26(2H,m),3.40(3 
H,s),4.39(2H 1 d,J=5.4Hz),7.38-7.42(2H,m),7.46-7. 

8.05(1H, m), 8. 07-8. 10(1 H,m),8. 80-8. 82(1 H,m), 10. 
29(1 H,s),1 0.86(1 H,s).FAB-MS:458(M+H) + 


66 


r N. O Kj NH 2 
HCI 


NMR:81 .22-1 .33(1 H,m),1 .54-1 .62(3H,m),1 .73-1 .8 
8(2H,m),2.55-2.65(2H,m), 3.18-3. 24(2H,m),4.38(2 
H I d,J=4.9Hz),7.36-7.43(3H,m),7.48-7.61(7H,m) l 
8.10-8.05(2H,m),8.56(1H,s),8.74(1H,s),10.19(1H, 
brs),10.92(1H,s).FAB-MS:450(M+H) + 
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(*2 0) 



Ex 


Structure(sait) 


DATA 


67 


U HC, H 


NMR:81. 21-1. 34(1H,m), 1.52-1. 64(3H,m), 1.75-1. 
92(2H,m),2,53-2.65(2H,m) ) 3.16-3.26(2H,m),4.38 
(2H,d, J=5.4Hz),6. 39-6. 43(1 H, m),7. 32-7. 61 (9H,m 
),8.01-8.06(1H, m),8. 15(1 H,s),8.75(1H,s), 10.32(1 
H,brs),10.41(1H,s),11.07(1H ) s).FAB-MS:410(M+ 

H) + 


68 


2(HCI) H 


NMR:81. 21-1. 34(1 H,m),1. 56-1. 62(3H,m), 1.80-1. 
96(2H,m),2.58-2.68(2H,m),3.10-3.70(4H,m),4.3 
4-4.44(2H,m),7.38-7.58(6H,m),7.82-7.88(1H,m), 
8.00-8.25(2H,m), 8. 67(1 H, s), 8. 84-8.90(1 H,m),9. 4 
6-9.53(1 H,m), 10.38(1 H,brs),1 1 .06(1 H,s).FAB-M 
S:411(M+H) + 


69 


Ph Y^ H Ms 
HCI 


NMR:81. 19-1. 35(1 H,m),1. 52-1. 63(3H,m),1. 72-1. 
89(2H,m),2.55-2.63(2H, m),3,02(3H,s), 3.07-3. 11( 
2H,m),3.18-3.22(2H,m),3.92-4.00(2H,m) I 4.37(2H 
d J=4 9Hz) 7.24(1 H,d,J=8.3Hz), 7. 36-7. 59(7H,m) 
,8.00(1 H,s),8. 04(1 H,dd,J=8. 3, 1.5Hz),8. 70(1 H,s), 
10.19(1 H.brs), 10.62(1 H,s).FAB-MS:490(M+H) + . 


70 


P V"H H H 
HCI 


NMR:81. 19-1. 36(1 H,m),1.51-1,64(3H,m), 1.79-1. 
96(2H,m),2.54-2.66(2H,m),3.14-3.24(4H,m),3.7 
1-3. 75(2H,m),4.38(2H,d,J=r4.8Hz),7. 39-7. 56(7H, 
m) 7 90(1H,d,J=8.3Hz),8. 02(1 H,dd,J=7. 8,1.5Hz), 
8.14(1 H,s),8.81(1 H,s), 10.32(1 H,brs),1 0.90(1 H.s) 
.FAB-MS:412(M+H) + 


71 


Q ° N NMe 2 


NMR(CDCI 3 ):81. 20-1. 38(1 H,m),1. 55-1. 85(3H,m), 
2.08-2.55(4H,m),3.35-3.52(8H,m),4.49(2H,d,J=5. 
1Hz),6.77(1H,d,J=9.6Hz),7.25-7.55(5H,m),8.02( 
1H,dd,J=8.1,1.5Hz),8.57(1H,dd,J=9.5,2.2Hz),8.9 
1(1 H,s),9.16(1H,d,J=2.2Hz), 10.50-10. 72(2H,m). 
FAB-MS:415(M+H) + 


72 


M 2(HCI) H 


NMR:81 .20-1 .33(1 H,m),1 .53-1 .64(3H,m),1 .80-1 . 
95(2H,m),2.55-2.68(2H I m),3.18-3.30(2H,m),4.40 
(2H,d,J=5.4Hz) 1 4.70(2H,brs),7.38-7.58(6H,m),7. 
94-8.1 7(3H,m),8.63(1 H,s), 8.82-8.86(1 H,m), 1 0.37 
(1H,brs), 10.93(1 H,s).FAB-MS:412(M+H) + 


73 


£,HC,° 


NMR:81. 20-1. 35(1 H,m),1. 53-1 .63(3H,m), 1.75-1. 
90(2H,m),2.05-2.20(4H,m),2.54-2.70(4H,m),3.1 
5-3.26(2H,m),4.37(2H,d,J=5.3Hz),7.21-7.24(1H, 
m),7.38-7.42(2H,m),7.46-7.56(4H,m),7.58-7.62(1 
H.m), 7. 68-7.72(1H,m),7. 99-8. 03(1H,m), 8.70-8.7 
2(1H,m),9.60(1 H, s), 1 0. 23(1 H,s),1 0.61 (1 H,s).FA 
B-MS:454(M+H) + 


74 


'Vl H M ^ O 

O HC1 


NMR:81. 20-1. 35(1 H,m),1. 53-1. 63(3H,m), 1.80-1. 
95(2H,m),2.00-2.10(2H,m),2.14-2.22(2H,m),2.5 
5-2.66(4H,m),3.18-3.25(5H,m),4.37(2H,d,J=4.9H 
z),7.23-7.27(1H,m),7.38-7.42(2H,m),7.46-7.56(4 
H, m), 7. 75-7. 80(1 H.m), 7. 95-7. 97(1H,m), 8.00-8.0 
4(1H,m),8.79(1 H.brs), 10.27(1 H,s),10.72(1H,s).F 
AB-MS:468(M+H) + 
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(S2 1) 



Ex 


Structure(salt) 


DATA I 


75 


HCI 


NMR:61.20-1. 35(1 H,m), 1.52-1. 65(3H,m),1. 80-1. 
95(2H ) m),2.54-2.66(2H,m),3.15-3.30(8H,m),4.39 
(2H,d I J=4.9Hz),7.38-7.42(2H,m) I 7.46-7.56(4H,m 
), 7. 74-7.84(2H,m), 8.00-8.04(1 H,m), 8. 22-8. 30(1 
H,m), 8.76-8. 84(1 H,m),1 0.31(1 H,s), 10.79(1 H,s). 
FAB-MS:471(M+H) + 


7ft 


NH 2 


NMR.51. 30-1. 39(2H,m), 1.42-1. 51(4H,m),2.19-2. I 
30(4H,m),3.38(2H ) s),3.86(3H I s),6.75(1H ) dd ) J=8. 
8,2.4Hz),7.38-7.49(6H,m) f 7.65(1 H,s),7.85-7.89( 
1H,m),7.91(1H,d,J=8.8Hz) I 8.13(1H,d,J-1.5Hz),8 
.27(1H,s),8.45(1H I d I J=2.5Hz) l 13.48,(1H,s).FAB- 
MS:444(M+H) + j 


77 


Q ° "^CONH, 


NMR:81.29-1.39(2H,m),1.39-1.49(4H I m),2.17-2. I 
28(4H I m),3.39(2H,s),7.37-7.54(8H 1 m),7.75-7.82( 

OU 7 Q^MW H l=7 QH7^ ft 01MH d J=1 9HZ^ 8 

.07(1 H,s),1 0.52(1 H,s).FAB-MS:448(M+H) + 


78 


kJ HCI 


NMR:81. 20-1. 35(1 H,m),1. 52-1. 64(3H,m), 1.76-1. 
92(2H,m), 2.52-2. 65(4H,m), 2. 80-2. 87(2H,m), 3.1 
2-3.25(5H,m),4.38(2H,d,J=4.9Hz) I 7.18-7.22(1H I 
m),7.36-7.42(2H,m),7.44-7.56(4H I m),7.62-7.68( 
1H,m), 7.78(1 H,s), 8. 00-8.06(1 H,m), 8.74(1 H,s),1 
0.14(1 H.brs), 10.64(1 H,s).FAB-MS:454(M+H) + 


79 


Ph V^ H Me 


NMR:51. 20-1. 35(1 H,m),1. 52-1. 64(3H,m), 1.80-1. 
96(2H,m),2.54-2.66(2H,m),3.12(3H I s) I 3.18-3.26( 
2H,m),3.57(2H,s)4.39(2H,d,J=4.9Hz),7.20-7.26( . 
1 H ) m),7.36-7.42(2H,m),7.46-7.56(4H,m),7.58-7. 
62(1 H,m), 7. 70-7. 74(1 H,m), 7. 98-8. 05(1 H,m),8.7 
7-8.82(1H,m), 10.36(1 H,s), 10.69(1 H,s).FAB-MS: 

440(M+H) + 


80 


"N^l H Me 
kj HCI 


NMR:51 .20-1 .35(1 H,m),1.52-1 .64(3H,m),1 .80-1 . 
95(2H,m) I 2.54-2.66(2H,m),3.18-3.26(2H,m),3.77 
(3H,s)4.38(2H,d, J=4.9Hz), 6.39(1 H,d,J=2.9Hz),7. 
28-7.30(1H,m) I 7.38-7.42(2H,m),7.46-7.60(6H,m) 
,8.01-8.06(1 H I m),8.20(1H,s),8.80(1H ) s), 10. 39(1 
H.brs), 10.57(1 H,s).FAB-MS:424(M+H) + | 


81 


Q HCI Me Me 


NMR:81.28(7H,brs),1. 52-1. 64(3H,m),1. 80-1. 95(2 
H,m),2.54-2.66(2H,m),3.14(3H,s),3.18-3.26(2H I 
m),4.38(2H,d, J=5.3Hz),7.30-7.34(1 H,m),7.38-7. 
42(2H I m),7.46-7.56(4H,m),7.58-7.64(1H,m),7.73 
(1H,m),8. 00-8. 04(1 H,m),8. 81 (1H,s),1 0.38(1 H.br 
s),10.69(1 H,s).FAB-MS:468(M*H) + i 


82 




NMR.81.18-1 .33(1 H,m),1 .52-1 .67(5H,m),2.53-2. 
65(2H,m),3.14-3.20(2H ) m),4.37(2H,d,J=4.9Hz) I 7 
.40-7.46(2H,m),7.47-7.59(4H J m),7. 67-7.72(1 H,m 
), 7.97-8. 01(2H,m), 8.03(1 H,d,J=2.5Hz), 8.40-8.44 
(1H,m),8.57(1H,s), 8.71(1 H,d,J=9.3Hz), 9.72(1 H, 
brs), 12.95(1 H,s).FAB-MS:448(M+H) + | 



I 
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(*2 2) 



Ex 


Structure(salt) 


DATA | 


83 


^N. O kA 0 ^Me 

s j w 7 iviw 


NMR:81 .20-1 .34(1H,m),1 .42(3H,d,J=6.8Hz),1 .53- 
1.62(3H,m),1.71-1.86(2H,m) ) 2.53-2.65(2H,m) l 3.1 
4-3.24(2H,m),4.37(2H,d,J=5.4Hz) I 4.63(1H l q,J=6. 
9Hz),6.95(1H,d ) J=8.3Hz),7.34-7.42(3H,m),7.45-7. 
57(4H m) 7 68(1 H.d,J=2.4Hz),7.99-8.05(1 H,m),8. 
65(1H,s) I 10.08(1H l brs) ) 10.52(1H,s,),10.75(1H,s). 
FAB-MS:456(M+H) + 


84 


Ph V^I H H 

^N. O ll^L n 4-Me 
k^ 1 HCI Me 


NMR:81. 21-1. 35(1H,m),1.40(6H,s),1. 52-1. 63(3H, 
m),1.74-1.91(2H,m),2.54-2.65(2H,m) I 3.15-3.26(2 
H,m),4.37(2H,d I J=5.4Hz) I 6.93(1H,d,J=8.3Hz) I 7.3 
4-7.43(3H,m),7.45-7.57(4H,m),7.68-7.72(1 H,m),7. 
98-8 03(1H s> 8 68-8.73(1H,m),10.26(1H,brs),10. 

\J \j yj . \y till] J | v ■ • • x^ y » » * i * * • / i ■ • \ ? / » 

55(1H,s).10.70(1H,s).FAB-MS:470(M+H) + 


85 


L J HCI 


NMR:S1. 20-1. 34(1H,m),1.44(3H,d,J=6.8Hz), 1.52- 
1.63(3H,m), 1.77-1. 92(2H,m),2.54-2.67(2H,m),3.1 
8-3.25(2H,m) 1 3.28(3H,m),4.38(2H,d ) J=5.4Hz),4.7 
1(1H,q I J=6.6Hz),7.02(1H l dJ=6.8Hz),7.40(2H,d I J= 
7.3Hz),7.45-7.57(4H,m),7.62-7.67(1H,m),7.86(1H 
d J=1 9Hz1 8 03(1H d.J=8.8Hz),8.75(1H,s,)10.15 
(1H,brs),10.65(1H,s).FAB-MS:470(M+H) + | 


86 


Kj HCI Me 


NMR:81. 22-1. 34(1H,m),1.42(6H,s),1. 52-1. 64(3H, 
m),1. 78-1. 94(2H,m),2. 55-2. 67(2H,m), 3.17-3:26(2 
H,m),3.29(3H,s),4.38(2H,d,J=4.9Hz),6.99(1H,d,J 
=8.8Hz),7.37-7.43(2H,m),7.45-7.57(4H,m),7.63-7. 
69(1H 7 86(1 H d J=1 .9Hz), 7. 98-8.05(1 H,m),8. 
78(1H,s),10.23(1H,brs),10.66(1H,s).FAB-MS:484( 
M+H) + 


87 


^N-n O ^v^tC 
l^J HCI Me We 


NMR:81 .25(7H,brs),1 .52-1 .64(3H,m),1 .78-1 .92(2 
H,m),2.53-2.66(2H,m),3.18-3.25(2H l m) l 4.38(2H,d 
,J=5.4Hz),7.22-7.26(1H,m) l 7.38-7.42(2H,m) l 7.46- 
7 57(5H 7 65-7 66(1 H m) 7.98-8.03(1 H,m), 8. 7 
3-8. 75(1 H,s), 10. 32(1 H.brs), 10. 40(1 H,s),1 0.58(1 H 
,s).FAB-MS:454(M+H) + 


88 


O k N ^ N .Me 
l > 2(HCI) H 


NMR.81. 20-1. 36(1 H,m),1. 50-1. 65(3H,m), 1.78-1. 9 
6(2H, m), 2.55-2. 69(2H,m), 2. 98(3H,s), 3. 15-3. 28(2 
H,m),4.38(2H,d I J=5.4Hz),7.36-7.58(6H,m),8.02(1 
H dd J=7 8 1 5Hz).8.44(1H,s),8.64(1H,d,J=3.5Hz) 
, 8.81(1 H,d,J=1.5Hz), 10. 15(1 H,brs),1 0.92(1 H,s).F 
AB-MS:435(M+H) + ! 


89 


l^J HCI Me 


NMR:81.07(6H,s),1. 20-1. 35(1 H,m),1. 53-1. 62(3H, 
m) l 1.74-1.88(2H,m),2.53-2.65(2H,m),2.72(2H,s),3 
. 18-3. 25(2H I m),4.38(2H,d,J=5.4Hz), 7. 10-7.1 5(1 H, 
m),7.33-7.42(3H 1 m), 7. 46-7. 57(4H,m),7. 61-7. 63(1 
H,m),7.98-8.04(1H,m),8.68-8.70(1H,m),10.10(1H, 
brs),10.24(1H,s),10.53(1H,s).FAB-MS:468(M+H) + 


9C 


\ [^J HCI H 


NMR:81. 21-1. 36(1 H,m),1. 54-1. 64(3H,m), 1.76-1. 9 
2(2H,m),2.56-2.66(2H,m),3.19-3.26(2H,m),4.38(2 
H,d,J=5.4Hz),7.02-7.07(1H,m),7.38-7.57(6H,m),8. 
02(1H, dd,J=8.1, 2.0Hz), 8.05-8.1 1(1H,m), 8.28(1 H, 
d,J=1.5Hz),8.78(1H,d,J=1.5Hz) l 10.18(1H,brs) > 10. 
84(1H,s),11.23(1H,brs)FAB-MS:462(M+H) + 
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IexI 


Structure(salt) 


DATA 


91 


HCI 

F 


NMR:81.80-2.38(4H,m),2.40-2.48(2H,m),2.65-2.9 
0(4H,m),3.18-3.32(2H ) m) ) 4.36-4.50(2H,m),4.60-5. 
noMH m\ 7 10-7 17/1H 7 32-7 37MH nrO.7.38- 
7.42(2H,m),7.46-7.56(4H I m), 7.60-7.64(1 H,m), 8.0 
0-8.04(1H,m),8.62-8.67(1H ) m),10.17(1H I s) I 10.04- 
10.53(2H,m).FAB-MS:458(M+H) + 


92 


Sr HCI 

F 


NMR:81.88-2.34(4H,m),2.52-2.58(2H,m),2.72-2.8 
8(4H,m),3.24-3.27(5H,m),4.38-4.49(2H,m),4.60-5. 
onMu m \ 7 ift_7 7 38-7 42(2H m) 7 46- 
7.56(4H,m),7.62-7.68(1H,m) I 7.74-7.78(1H,m),8.0 
1-8.06(1H,m), 8.65-8. 70(1H,m),10.34(1H,s),10.59( 
1 H,s).ESI-MS:472(M+H) + 


93 


"Vl H H 
HCI 


NMR:81 .50-1 .80(2H,br), 1 .80-2.1 0(2H,br), 2.42-2.4 
8(2H, m),2. 52-2. 55(1 H,m), 2.80-2. 2.88(3H,m), 3. 85- 
4.75(4H,br),7. 10-7. 17(1 H, m),7.28-7. 33(1 H,m),7.4 
0-7.55(8H,m),7.98-8.08(1H,m),8.51(1H,br),10.18( 
1H,s),1 0.42(1 H,brs).FAB-MS:476(M+H) + 


OA 

I 


hci 


NMR:51.50-2.25(4H,br),2.52-2.56(4H,m),2.82-2.8 
6(2H,m),3.22-3.75(5H,m),4.20-5.00(2H,br),7.17-7. 
23(1 H, m), 7.41-7. 57(6H,m),7.58-7.62(1H,m),7.74( 
1H,s), 8.02-8.09(1 H,m), 8. 50-8.80(1H,br),10.59(1H, 
brs),1 0.80-1 1 .20(1 H,br).FAB-MS:490(M+H) + 


95 




NMR:81. 11(6H,t,J=6.9Hz),1. 30-1. 50(2H,m), 1.50-1 
.64(4H,m), 2.55-3. 00(4H,m),3.49(4H,q,J=14. 2,6, 9 
u-r\ a onfou hrc^ R H d J=9 3Hz^ 7 37-7 56(6 
H,m), 7.84(1 H,dd,J=9.3,2.9Hz), 8. 06(1 H,dd,J=7. 9,1 
. 5Hz), 8.39(1 H,s), 8.42(1 H,d,J=2.5Hz),10.22(1H,s). 
FAB-MS:443(M+H) + . 


Oft 


r N. o VSr^i 

1 2(CO z H) 2 


NMR:81. 20-1. 65(12H,m), 2.48-2. 85(4H,m), 3.44-3. 
52(4H,m),4.02(2H,s),6.85(1H,d,J=9.2Hz),7.38-7.5 
5(6H,m),7. 89(1 H,dd,J=8. 8,2. 5Hz),8. 00-8.07(1 H.m 
),8.28(1H,s), 8.47(1 H,d,J=2.9Hz), 10.25(1 H.s). FA 
B-MS:455(M+H) + 


97 


[ (CO z H) 2 


NMR:61 .30-1 .59(6H,m),2.48-2.75(4H,m),3. 83-4.0 
Dion, ITI) ,0-0/(1 n,a, J— o.onz;, / .0/-/ .oo\on,fu;,o.u 
1-8.1 1(2H,m),8.28(1H,s),8.56(1H,d,J=2.9Hz),10.4 
3(1H,m).FAB-MS:402(M+H) + 


98 


r N. O 
1 kJ (C0 2 H) 2 H 


NMR:81 .30-1 .47(2H,m), 1 .47-1 .62(4H,m),2.55-2.8 
1 (7H,m), 3.50-4. 70(2H,m), 6. 50(1 H,d,J=8.8Hz),7.3 
7-7.56(6H,m),7.76(1 H,dd,J=8.8, 2.4Hz), 8.04(1 H,d, 
J=7. 8Hz),8.31(1H,s), 8.35(1 H,d,J=2.4Hz) ) 10.17(1 
H,s).FAB-MS:401(M+H) + 


9S 




ESI-MS:411(M+H) + 
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(*2 4) 



Exl 


Structure(salt) 


DATA 


100 


HCI ° 'vs^S 


NMR:51.60-2.05(4H,m),2.18-2.90(3H,m),3.08-3. 
38(2H,m),4.34-4.46(2H l m),6.86(1H,brs),7. 24-7.5 
8(7H,m) ) 8.04-8.18(3H,m),8.76-8.81(2H,m),9.41( 
1H,s), 10. 17-10.52(1 H.mJ.IO.SQOH.sJ.FAB-MS^ 
71(M+H) + 


101 


HCI 


NMR:80. 98-1. 36(5H,m),1. 50-1. 60(1H,m),1. 62-1. 
73f2H m) 1 82-1 92(2H.m),2.80-2.95(1H,m),4.1 
7-4.26(2H,m),7.44-7.58(6H,m) I 8.00-8.18(3H,m), 
8.67-8.79(2H,m),9.22(2H,brs),9.41(1H,s),10.81 
(1H,brs).FAB-MS:442(M+H) + 


102 


Ph V^l H 
MeO HCI 


NMR:80.81(3H,d ) J=6.8Hz),1.17(3H,d,J=6.8Hz),2 
. 95-3. 85(8H,m),4.45-4.59(2H,m), 7.42-7. 60(6H,m 
),8.01-8.18(3H,m),8.67-8.79(2H l m),9.41(1H,s),9. 
74(1H,brs),10.90(1H,brs).FAB-MS:460(M+H) + 


103 


ph Y^l H 

HO 2(HCI) 


•NMR:81.48-2.14(4H,m) ) 2.60-2.86(2H,m),3.02-3. 
90(2H,m),4.26-4.45(3H I m) ) 4.45-4.59(2H 1 m) I 7.3 

o-7.5o(bn 1 nfl) jO.U^-o. lo^onjin;,©./ t -o.oo^n.m;, 
9.42(1H,s),1 0.32-10. 53(1 H,m), 10. 87-10. 94(1 H,m 

).FAB-MS:444(M+H) + 


104 


Phv <~0- co - NEt * 

| 2(HCI) 0 


NMR:80.90-1 .09(6H,m),1 .33-1 .70(2H,m),1 .72-2. 
10(2H,m) I 2.65-3.02(3H,m),3.12-3.34(6H,m) l 4.3 
4-4.51 (2H,m),7. 36-7. 60(6H,m),8. 01-8.1 8(3H,m), 
8.74-8. 84(2H,m),9.42(1H,s),1 0.28(1 H.brs), 10.88 
(1H,s).FAB-MS:527(M+H) + 


105 


0 o 

MeO . 2(HCI) 


NMR:81.73-2.14(4H ) m),2.60-2.80(2H,m), 3.06-3. 
52(6H,m),4.38-4.45(2H,m),7.37-7.58(6H,m),8.0 
2-8.1 8(3H,m), 8. 78-8. 85(2H,m), 9.41 (1H,s), 10. 50( 
1H,brs),10.86-10.92(1H,m).FAB-MS:458(M+H) + 


106 


1 k^J-OMe 2(HCl) 


NMR:81.11-2.00(4H ) m),2.48-2.85(2H,m) I 3.02-3. 
58(6H,m) > 4.25-4.58(2H,m),7.38-7.59(6H,m),7.9 
2-8.22(3H,m),8.62-8.84(2H l m),9.40-9.43(1H ) m), 
10.56(1 H.brs), 10.73-1 0.88(1 H,m). FAB- MS. 45o( 
M+H) + 


107 




NMR(CDCI 3 ):81. 10-1. 91 (10H,m), 2.37-3. 20(9H,m 
),3.36-3.54(2H,m),7.27-7.47(6H,m),7.84-7.97(3H 
> m),8.12(1H,d I J=1.8HzV8.48(1H I s) ) 8.74-9.03(2H 
,m).FAB-MS:511(M+H)* 


104 


! 2(HCI) O 


NMR:81.30-2.45(10H.m), 2.70-3. 52(9H,m),4. 35-4 
.63(2H, m),7.38-7.59(6H,m), 8.03-8.1 8(3H,m), 8.7 
4-8. 86(2H,m), 9.42(1 H,s),10.65-10.98(2H,m). 

FAB-MS:511(M+H) + 
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(i2 5) 



Exl 


Structure(salt) 


DATA 


109 


HCI O V^S 


NMR:82.85-3.00(2H,m),3.34-3.50(4H,m),3.65-3.7 
5(2H,m) l 4.50-4.60(2H l m),7.06(1H,dd,J=7.8,4.4H 
z),7.40-7.58(6H,m),7. 82(1 H,dd,J=7.8 l 1.4Hz), 8.0 
2-8.24(4H I m),8.75-8.82(2H,m) l 9.41(1H,s),10.73( 
1 H.brs), 10.85(1 H,s).FAB-MS:540(M+H) + 


no 


Y 2(HCI) 


NMR:81.89-2.40(4H,m),2.70-2.90(2H,m),3.17-3.4 
0(2H,m) > 4.38-4.52(2H,m),4.58-5.04(1H,m),7.36-7 
.58(6H,m),8.01-8.18(3H,m),8.76-8.86(2H,m),9.42 
(1H ) s),10.68(1H I brs),10.83-10.92(1H,m).FAB-MS 

:446(M+H) + 


111 


- Q-f ^ s 

p HCI 


NMR:81.55-2.10(4H,m) I 2.46-5.00(6H,m) l 7.40-7.5 
8(6H,m),7.94-8.18(3H,m),8.48-8.79(2H,m) J 9.41(1 
H,s),10.79(2H,brs).FAB-MS:464(M+H) + 


112 


Ph V^I H 

l^J HCI o' o 


NMR:81 .20-1 .35(1 H,m),1 .53-1 .65(3H,m),1 .78-1 .9 
4(2H,m) I 2.55-2.67(2H l m) l 3.15-3.25(2H,m) ) 3.43(3 
H,s),4.38(2H,d,J=5.4Hz),4.80(2H,s),7. 38-7.42(2 
H,m),7.46-7.57(4H,m) I 7.88-7.92(1H,m) > 8.03-8.12 
(2H,m), 8.26(1 H,s),8.81(1H,s), 10.08(1 H.brs), 11.1 
7(1 H,s).FAB-MS:504(M+H) + 


113 


r N. O 

LJ HC| SO a NH 2 


NMR:81 .21 -1 .35(1 H,m),1 .55-1 .65(3H,m),1 .74-1 .9 
1(2H,m),2.56-2.68(2H,m) ) 3.20-3.28(2H,m) l 4.40(2 
H I d,J=4.9Hz),7.40-7.67(9H,m),8.02-8.22(4H,m),8 
. 58-8. 80(3H,m),10.11(1H,brs),1 0.96(1 H,s). 
FAB-MS:500(M+H) + 


114 


Ph Y^l H OH 
LJ HCI 


NMR:81 .20-1 .35(1 H,m),1 .52-1 .64(3H,m), 1 .72-1 .8 
6(3H,m),2.31-2.40(1H,m),2.57-2.62(2H,m),2,64- 
2.73(1H,m),2.84-2.92(1H,m),3.16-3.24(2H,m),4.3 
7(2H, d,J=4.9Hz), 5. 04(1 H,t, J=6.4Hz), 5.27(1 H.br 
s) I 7.20(1H,d,J=8.3Hz),7.37-7.42(2H,m),7.45-7.5 
6(4H,m),7,69(1 H,dd, J=8.8,2.0Hz),7.94(1 H,s),8.0 
3(1H,dd,J=8.8 l 2.0Hz),8.66(1H,s),10.11(1H,brs) l 1 
0.50(1 H,s).FAB-MS:427(M+H) + 


115 


iPr 2(HCI) 


NMR:80.87(12H,t,J=6.6Hz),1.92-2.04(2H,m) I 2.6 
8-2.74(4H,m),4.55(2H,d I J=5.4Hz),7.43-7.47(2H, 
m),7.48-7.60(4H,m) I 8.04-8.10(1H,m), 8.13-8.18(2 
H,m),8.79(1H,s) l 8.86(1H ) brs) I 9.42(1H,s) I 9.54(1H 
,brs),1 0.95(1 H,s).FAB-MS:472(M+H) 


11C 


C 0 J-CO-NEt2 HCI 


NMR:80.94-1 .02(3H,m),1 .06-1 .14(3H,m), 2. 52-2.5 
8(2H,m),2.78-3.08(4H ) m),3.10-3.40(9H,in), 3.90-3 
.98(1 H,m),4.00-4.14(1 H,m),4.45-4.65(2H,m),4.8 
0-4.92(1H,br), 7.18-7. 22(1H,m),7.36-7.44(2H,m), 
7.46-7.58(4H,m),7.62-7.68(1 H,m),7.79(1 H,brs),7. 
98-8.04(1 H,m),8.74(1 H,br),10.56(1 H,s),1 1 .04(1 H 
,br).FAB-MS:555(M+H) + 
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(t2 6) 



1 Ex 1 


Structure(salt) 


DATA 


117 


ph N^» , ■ Me 
H 1 H i 

J^VcO-NEt, hci 

o 


NMR:81.02-1.20(6H,m),2.52-2.58(2H,m),2.60-2.7 
2(1 H ) m) I 2.80-2,90(2H,m) l 2.90-3.04(1H,m), 3.26(3 
H,s),3.28-3.70(5H,m),3.73-3.83(1H,m),3.88-3.98( 
1H,m),4.00-4.10(1H,m),4.15-4.28(1H,br),4.33-4.4 
5(1H,m),4.62-5.12(1H,br),7.18-7.22(1H,m),7.38-7 
.42(2H,m),7.44-7.58(4H, m), 7.58-7.62(1 H,m),7.77 
(1H,brs) l 8.05-8.12(1H,m),8.42(1H,s),1 0.00-10.55 
mm br) 10.80(1 H,s).FAB-MS:555(M+H) + 


118 


C^J-CO-NE^ HCI 


NMR: 80.93-1. 01(3H,m),1. 04-1. 12(3H,m), 1.35-1. 5 
0(1 H,m),1 .56-1 .76(3H,m),1 .90-2.05(1 H,m),2.52-2 
.58(2H,m),2.62-2.72(1H > m),2.76-2.88(3H,m),3.0 
8-3. 28(8H,m),3.42-3. 54(1 H ) m),4.42-4.52(2H,m),7 
.18-7.24(1 H,m), 7.34-7. 44(2H,m),7.46-7.60(4H,m) 
,7. 64-7. 68(1 H,m), 7. 82-7. 84(1 H,m), 7. 98-8. 12(1 H, 
8 79(1H s),1 0.52(1 H,br),1 0.64(1 H,s). FAB-MS: 
553(M+H) + 


119 


Phv rT^i H Me 

* — ' NEtj 


NMR: 80. 86-0. 92(6H,m),1. 57-1. 84(3H,m), 1.95-2.0 
8(1H,m) I 2.36-2.44(1H,m) l 2.52-2.58(2H,m) l 2.80-2 
.88(2H,m),2.90-2.98(1H,m),3.08-3.23(4H,m),3.27 
(3H,s) > 3.43-3.48(1H,m),3.63-3.77(2H,m),7. 18-7.2 
2(1 H m) 7 34-7.37(1H,m),7.38-7.52(6H,m),7.63(1 
H,s),7.85-7. 91 (1H, m), 8. 14(1 H,s), 10.23(1 H,s). FA 
B-MS:539(M+H) + | 


120 


CF 3 


NMR:81 .30-1 .50(1 H,m),1 .60-1 .90(3H,m),2. 52-2.5 
8(2H,m),2.60-2.70(1H I br),2.82-2.95(4H,m),3.15-3 
.27(4H, m), 3.37-3.48(1 H,m),4.35-4.70(2H,m) I 7.1 
8-7. 24(1H,m),7.37-7.42(2H,m), 7.47-7. 58(5H,m),7 
.65(1 H,s), 8.07-8.1 8(1 H,m), 8.48(1 H.brs), 9.48-9. 66 
(1H,br),10.40(1H,s).FAB-MS:522(M+H) + 


121 


Ph 1^1 H "V 43 

r^Sr N Y , Y N T 0 

! H 


NMR:S0.80(3H,t,J=7.3Hz),1. 15-1. 25(1 H,m), 1.40- 
1 .52(3H,m),1 .60-1 .70(2H,m),1 .84-1.94(1 H,m),2.0 
0(2H,t, J=7.3Hz), 2. 04-2. 20(1 H,m), 2.52-2. 58(2H, 
m) l 2.62-2.81(2H,m) ) 2.82-2.88(2H,m),3.26(3H,s), 
3. 64-3. 80(3H,br),7. 18-7.24(1 H,m),7.38-7.52(7H I 
m) I 7.59-7.65(2H,m),7.95-8.02(1H l m),8.17(1H,s) l 1 
0.34(1 H,s).FAB-MS:539(M+H) + 


122 


(C0 2 H)j ° Me 


NMR:80.88(3H,d,J=6.4Hz),1. 25-1. 45(4H,m), 1.42 
(3H,d,J=6.9Hz), 1.50-1. 63(1 H,m),1. 65-1. 73(3H, 
m),1. 83-1. 93(2H,m),2.04-2.12(1H,m), 2.55-2.62(1 
H,m),2.77-2.95(3H,m),3.07-3.19(1H,m),3.20-3.33 
(2H,m),3.52(2H,s),4.63(1 H,q,J=6.8Hz),6.95(1 H,d, 
J=8.3Hz),7.27(1H,dd l J=8.8,2.5Hz),7.37-7.55(7H, 
m),7.92(1H,dd,J=6.8,2.0Hz),8.06(1H ) d,J=2.0Hz), 

•in 07HU e\ in 7*^11-1 q\ FAR-MS , '»5' ; MM+l-n + 


122 


MEt-N O K^o^mz 
HO^ 6 . < CO * H >a 


NMR:80.81(3H,t I J=6.8Hz),1.04(6H,s),1.42(3H,d ) J 
=6.4Hz),2.36(2H,brs) I 2.90-4.20(3H,m),3.82(2H,br 
s),4.63(1H,q,J=6.8Hz),6.94(1H,d,J=8.8Hz),7.25(1 
H,dd l J=8.8,2.5Hz),7.31-7.38(3H,m),7.39-7.52(3H I 
' m),7.58(1H,d,J=2.4Hz),7.91(1H,d,J=7.7Hz),8.28 
(1H,s),10.24(1H,s),10.71(1H,s).FAB-MS:488(M+ 
H) + 
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0^2 7) 



Ex 


Structure(salt) 


DATA 


124 


Ph Y^i H Et 
^N. O KA^J 


NMR:81. 21 (3H,t,J=6.8Hz), 1.18-1. 34(1H,m),1. 52- 

1.66(3H,m),1.76-1.94(2H l m),2.50-2.65(4H,m),2.7 

8-2. 85(2H,m), 3.18-3. 25(2H,m),3.88(2H,q ) J=6.8H 

z),4. 38(2H,d,J=5.3Hz), 7.20(1 H,d,J=5.3Hz),7.35- 

7.58(6H l m),7.65-7.72(1H,m),7.85(1H,s),7.95-8.07 

(1H,m),8.79(1H t s),10.23(1H ) brs) I 10.67(1H,s). 

FAB-MS:468(M+H) + 


125 


r hci 


NMR:81. 21-1. 34(1H,m),1. 54-1. 64(3H,m), 1.72-1 .8 
6(2H, m), 2.55-2. 63(4H,m), 2. 82-2. 89(2H,m), 3.18- 
3.26(2H,m) > 4.20(2H I dt,J=22.9,5.4Hz),4.38(2H,d,J 
=5.4Hz),4.67(2H,dt,J=47.4,5.4Hz) I 7.22(1H,d,J=8. 
3Hz),7.37-7.57(6H,m),7.63(1H,ddd,J=7.8,2.0,1.5 
Hz), 7.84(1 H,d,J=1.5Hz),8.05(1H l ddd,J=7. 8,2.0,1. 
5Hz), 8.70(1 H,d,J=1.5Hz), 9.99(1 H.brs), 10. 60(1 H, 
s).FAB-MS:486(M+H) + ! 


126 


ptK n H h 

r N. O 
L J HCI 


NMR:81. 20-1. 35(1H,m), 1.52-1. 66(3H,m), 1.70-1. 8 
5(2H,m),2.53-2.67(2H,m),3.16-3.23(2H,m),4.38(2 
H,d,J=5.3Hz), 6. 39(1 H,dd,J=9.3, 2.0Hz), 7. 35-7.66 
(8H,m),7.84(1H,d=9.3Hz),8.06(1H,dd,J=8.3,1.5H 
z),8.17(1H,s),8.68(1H,s),10.05(1H,brs),10.82(1H, 
s),11.78(1H,s).FAB-MS:438(M+H) + 


127 


Ph V^l H Me 

O HCI 


NMR:81 .20-1 .37(1 H,m),1 .53-1 .66(3H,m),1 .70-1 .8 
5(2H,m),2.12(3H,s),2.55-2.70(2H,m),3.20-3.29(2 
H,m) ) 3.63(3H,s),4.40(2H,d,J=5.4Hz),7.36-7.58(6 
H,m),7.63(1H,d,J=8.8Hz),7.74(1H,s),7.95(1H,dd,J 
=8.8,1.4Hz) ) 8.04(1H,dd,J=7.8,1.5Hz),8.28(1H,d,J 
=1.0Hz), 8.85(1 H,s), 10.32(1 H,brs),1 0.96(1 H,s). FA 
B-MS:466(M+H) + 


128 


Kj HCI 


NMR:81. 13(3H,d,J=6.9Hz), 1.20-1. 34(1H,m),1. 52- 
1.64(3H,m),1.72-1.89(2H,m),2.45-2.65(4H,m),2.9 
1(1 H,dd,J=15.7, 5.9Hz), 3.19(2H,d,J=11.7Hz),4.37 
(2H,d,J=5.4Hz),7.13(1H,d,J=8.3Hz),7.32-7.58(7 
H,m),7.59(1H,d,J=1.9Hz),8.00(1H,dd,J=8.3,1.5H 
z),8.68(1H,d,J=1.5Hz),10.15(1H,s),10.21(1H,brs), 
10.53(1 H,s).FAB-MS:454(M+H) + 


12£ 


Ph Y^ h ( Y ie 

I J Hf^l 

k — y> HU 


NMR:81. 1 9-1. 30(1 H,m),1. 53-1. 66(3H,m), 1.80-1. 9 
7(2H,m),2.55-2.69(2H,m),3,23-3.26(2H,m),3.61(3 
H,s),4.40(2H,d,J=4.9Hz),6.52(1H,d,J=9.3Hz),7.3 
6-7.58(6H,m),7.72(1H,d,J=8.3Hz) ) 7.86(1H,d,J=9. 
3Hz),7.97(1H,dd,J=8.3,1.4Hz),8.05(1H,dd,J=8.3, 

0.25(1 H,brs),11 .01 (1 H,s).FAB-MS:452(M+H) + 


13C 


r N. O U/ Me 
HCI 


NMR:81. 20-1. 35(1 H,m),1. 50-1. 65(3H,m), 1.80-1. 9 
5(2H,m),2.08(3H,s),2.45-2.67(2H,m),3.23(2H,d I J 
= 11.2Hz),4.39(2H,d,J=5.4Hz),6.52(1H,d,J=9.3H 
z),7.36-7.66(8H,m),8.03(1H,dd,J=1.4,7.8Hz),8.21 
(1H l d,J=1.5Hz),8.80(1H,d,J=1.4Hz),10.42(1H,br 
s), 10.83(1 H,s), 11. 78(1 H,s).FAB-MS:452(M+H) + 



ft 
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(M2 8) 



Ex J 


Structure(salt) 


DATA _j 


131 


Ph Y^ H H 

^IM. o hJ^J 

HCI Cl 


NMR:51. 23-1. 31(1 H,m),1. 52-1 .78(5H,m), 2.46-2.6 
4(4H,m),2.89-2.94(2H,m),3.16-3.23(2H I m),4.37(2 

H, d,J=5.4Hz),7.06(1H,s) l 7.38-7.43(3H.m);7.47-7. 
57(4H,m) I 8.08(1H,dd l J=7.9 I 1.9Hz),8.59(1H,d,J= 

I. 9Hz), 9.90(1 H,brs),10. 23(1 H,s), 10. 29(1H,s). FA 

B-MS:474(M+H) + 


132 


k^ 1 HCI Me 


NMR:81. 20-1. 35(1 H,m),1. 52-1. 64(3H,m), 1.80-1. 9 
4(2H,m),2.56-2.68(2H,m),2.91(6H,s),3. 16-3.26(2 
H I m),4.39(2H,d,J=5.3Hz),4.74(1H ) brs) > 7.36-7.42 
(2H,m),7. 46-7. 58(4H,m), 8.02(1 H,dd,J=8.3,1 .5Hz), 
8.40(1 H,d,J=2.0Hz), 8.77(1 H,d,J=2.5Hz),8. 80-8.8 
4(1H,m),10.22(1H,brs),10.91(1H,s).FAB-MS:449 
(M+H) + 


133 


Ph Y^l h V Pr 

^NL O KJ^> 
kJ HCI 


NMR:81. 20-1. 35(1H,m),1. 50-1. 65(3H,m), 1.80-1. 9 
5(2H,m),2.08(3H,s) ( 2.45-2.67(2H,m),3.23(2H,d,J 
= 11. 2Hz),4.39(2H,d,J=5.4Hz), 6.52(1 H,d,J=9.3H 
z), 7.36-7. 66(8H,m) I 8.03(1H,dd,J=1. 4,7. 8Hz), 8.21 
(1H,d,J=1.5Hz),8.80(1H,d,J=1.4Hz),10.42(1H,br 
s),10.83(1H,s),11.78(1H,s).FAB-MS:452(M+H) + 


134 


kJ HCI CF 3 


NMR:81. 21-1. 34(1H,m),1. 53-1. 64(3H,m), 1.76-1. 9 
0(2H,m),2.54-2.66(2H,m),3.1 8-3.26(2H,m),3.62(2 

H, s),4.38(2H,d,J=5.2Hz), 7. 38-7.43(2H,m), 7.47-7. 
57(5H,m),7.90(2H,d,J=2.4Hz), 8.03(1 H,dd,J=8.1, 

I. 7Hz), 8. 72(1 H,d,J=1.5Hz),1 0.11(1 H.brs), 10.83(1 
H,s), 1 0.93(1 H,s).FAB-MS:494(M+H) + 


135 


HCI Me 


NMR:51. 22-1. 34(1 H,m),1. 52-1. 65(3H,m), 1.79-1. 9 
4(2H,m),2.56-2.68(2H,m), 3. 19(3H,s),3. 18-3.26(2 
H,m),4.39(2H,d,J=4.9Hz) l 7.28(1H,d,J=8.3Hz),7.3 
8-7.43(2H, m),7.47-7.57(4H,m), 8.03(1 H,d,J=7.8H 
z),8.18(1H,d,J=7.8Hz),8.34(1H,m),8.79(1H,rn),10. 
20(1H.brs).10.91(1H,s).FAB-MS:476(M+H) + i 


13C 


Ph H Me 

f A^k tr NY^Y N Y° 

LnL O •UkJ-M, 


NMR:80.92(3H,t, J=7.4Hz),1 .20-1 .40(1 H,m),1 .54- 
1.75(7H,m),2.50-2.90(6H,m),3.10-3.25(2H,m),3.7 
0-3.85(2H, m),4.38(2H,d,J=5.4Hz), 6.52(1 H,d,J=9. 
£ 3Hz),7.21(2H,d,J=8.3Hz),7.37-7.61(5H,m), 7.77(1 
H.s), 8.08(1H,m), 8. 58(1 H.s), 9.71(1 H.brs), 10.54(1 
H,s).FAB-MS:468(M+H) + 


131 


HCI 


NMR.81. 34-1. 47(1 H,m),1. 64-1. 86(5H,m), 2. 52-2.5 
8(2H,m), 2.80-2. 88(2H,m),2.88-3.00(2H,m), 3.1 9-3. 
25(2H,m),3.24(3H,s),3.34-3.42(2H,m),3.44-3.51(2 
H,m),7.19(1H,d,J=8.3Hz),7.41-7.47(2H,m), 7.50-7. 
58(3H,m),7.66-7.78(5H,m),9.89(1H,brs),1 0.51(1 
H,s).FAB-MS:468(M+H) + 
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(t2 9) 



Ex 


Structure(salt) 


DATA 


138 


X O I N X f Me 
^ (CO z H) Me 


NMR:51 .30-1 .44(2H,brm),1 .48-1 .60(4H,brm),2.5 
4-2.70(4H,brm),2.90(6H,s),3.90-4.08(2H,m),7.40- 
7. 55(6H,m),8.06(1H,d,J=8.3Hz), 8.31(1 H.brs), 8.4 
6-8.49(1 H.m), 8. 85(1 H,d,J=1.9Hz),1 0.62-10. 68(1 

H,brm).FAB-MS:483(M+H) + 


139 


Ph vS H Me 

Mr N Y\ N T° 
o K^K^> 


NMR:81.22-1.35(1H,m),1.56-1.66(3H,m),1.76-1.9 
0(2H,m),2.53-2.68(4H,m),2.81-2.89(2H ) m),3.26(3 
H,s),3.26-3.37(2H,m),4.14(2H,d,J=5.4Hz),7.22(1 
H,d,J=7.8Hz),7.31-7.36(2H,m),7.49-7.59(3H,m),7. 
64(1H,dd,J=8.3,1.9Hz),7.74(1H,d,J=1.9Hz),8.18 
(1H,s),8.72(1H,d,J=1.9Hz), 10.03(1 H.brs), 10.69(1 
H,s).FAB-MS:488(M+H) + 


140 


Me l^Va™* ■ 


NMR:50.98(6H,s),1.58(2H ) t,J=7.3Hz), 2.45-2. 63(4 

H,m),2.80-3.02(4H,m) 1 3.26(3H,s),4.07(2H,brs),7. 

20(1H,d,J=7.8Hz),7.43-7.55(7H,m),7.60(1H,s),8.0 

4(1H I d,J=7.8Hz),8.24(1H,s),10.37(1H,s). 

FAB-MS:468(M+H) + 


141 


Ph Y^l H H 

r N. O •U^V'-Me 
kj HCl 


NMR.51 .20-1 .34(1 H,m),1 .42(3H,d, J=6.8Hz), 1 .53- 
1.62(3H,m),1.71-1.86(2H,m),2.53-2.65(2H,m),3.1 
4-3.24(2H,m),4.37(2H,d,J=5,4Hz),4.63(1H,q,J=6. 
9Hz),6.95(1H,d,J=8.3Hz),7.34-7.42(3H,m),7.45-7. 
57(4H,m),7.68(1H,d,J=2.4Hz),7.99-8.05(1H,m),8. 
65(1H,s),10.08(1H,brs), 10.52(1H,s,), 10.75(1 H,s). 

FAB-MS:456(M+H) + i 


142 


Ph Y^ H H 
U HCl 


NMR:81 .20-1. 34(1 H,m),1.42(3H,d,J=6.8Hz), 1.53- 
1 .62(3H,m),1 .71-1 .86(2H,m),2.53-2.65(2H,m),3.1 
4-3.24(2H,m),4.37(2H,d,J=5.4Hz),4.63(1H,q,J=6. 
9Hz),6.95(1H,d,J=8.3Hz), 7. 34-7.42(3H,m), 7.45-7. 
57(4H, m), 7.68(1 H,d, J=2.4Hz),7. 99-8.05(1 H.m), 8. 
65(1H,s),10.08(1H,brs),10.52(1H,s,),10.75(1H,s). 

FAB-MS:456(M+H)* 


143 


Ef Et O V 0 ^ 0 
HCl CF 3 


NMR:80.97(6H,t,J=7.0Hz),2.73-2.89(2H,m),2.94- 
3. 10(2H,m), 3. 62(2H,s),4.35-4.45(2H,m), 7.38-7.46 

7(1 H,m), 8.67(1 H,s), 10.1 5(1 H.brs), 10. 82(1 H,s),1 
0.85-10.93 (1H,m).FAB-MS:482(M+H) + 


144 


g hc, 


NMR:82.53-2.58(2H,m),2.75-2.88(4H,m),3.19-3.2 
7(5H,m),3.70-3.90(4H,m),4.40-4.50(2H,m),7.19-7. 
22(1 H,m),7. 38-7. 42(2H,m), 7.46-7. 56(4H,m), 7.62- 

s),10.57(1H,s),10.69(1H,brs).FAB-MS:456(M+H) + 


14E 


^OMe HCl 


NMR:82.52-2.60(2H,m),2.80-2.88(2H,s),3.13(3H, 
s),3.13-3.22(4H,m),3.36(6H,s),3.56-3.65(4H,m),4. 
59(2H, d,J=4.9Hz), 7. 20(1 H,d, J=8.3Hz), 7. 38-7.60 
(6H,m),7.66(1H l dd,J=8.3,1.5Hz),7.80(1H,s),8.06 
(1 H,d,J=8.3Hz), 8.77(1 H.s), 10.46(1 H,brs),1 0.60(1 
H,s).FAB-MS:502(M+H) + 
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(S3 0) 



Ex 


Structure(salt) 


DATA 


146 


Et-N-y O 

*-OMe hci 


NMR:80.98(3H,t,J=7.3Hz),2.57-2.60(2H,m),2.80- 
2.90(2H,m),2..80.3.40(6H,m),3.15(3H,s),3.26(3H l 
s) ) 3.52-3.65(2H I m),4.40-4.60(2H I m),7.20(1H,d I J= 
8.3Hz), 7.37-7. 60(6H ) m) I 7.66(1H,dd,J=7. 8, 1.5Hz), 
7.82(1H,d,J=1.5Hz),8.04(1H,d,J=7.8Hz),8.76(1H, 
s),10.44(1H,brs),10.63(1H ) s).FAB-MS:472(M+H) + 


147 


Ph V^i H Me 

y — ML»I 

Me 


NMR:80.88-1 .00(3H,m), 1 .36-1 .56(1 H.m), 1 .90-2.0 
5(1 H,m),2.15-2.40(2H,m), 2.52-2. 75(2H,m), 2.80-3. 
00(3H,m),3.25(3H,s),3.36-3.50(2H,m),4.44-4.52(2 
H,m),7. 18-7. 22(1 H,m),7.38-7.43(2H,m),7.46-7.58. 
(4H, m), 7.64-7:70(1 H,m),7.80(1H,s), 8. 00-8.04(1H, 
m), 8.70-8.74(1 H.m), 10. 56(1 H.s), 10. 75-1 0.95(1H, 
br).FAB-MS:454(M+H) + 


148 


Phy^ H Me 

r^ s T N Y <s Y N T 0 

^NL O k^Kj 
k s ^~OMe HCI 


NMR:81. 10-1. 26(1 H,m),1.45-2.00(5H,m), 2. 54-2.5 
7(2H,m), 2.69-2. 86(3H,m),3.06-3.79(2H,m), 3. 21(3 
H, s),3.25(3H,s),4. 27-4. 32,4. 61-4.54(2H,m), 7.19- 
7.22(1 H,m),7.35-7.75(7H,m),7.82(1 H,s), 7.99,8.01 
(1H,d,J=8.3Hz),8.62,8.78(1H,s),9.50-10.65(2H, 
m).FAB-MS:484(M+H) + 


149 


Ph Y^l H H 

J-' HCI 
Me 


NMR:80.87-0.98(3H,m), 1.35-1. 54(1 H,m), 1.90-2.0 
5(1H,m),2.10-2.47(3H,m),2:70-3.00(5H,m),3.34-3. 
50(1 H, m), 4. 42-4. 50(2H,m), 7. 12-7.1 6(1 H,m), 7.32- 
7.37(1 H.m), 7. 38-7. 43(2H,m), 7.46-7. 57(4H,m),7. 6 
0(1H,s),7.99-8.05(1H,m) I 8.61(1H,brs),10.17(1H, 
s),1 0.43(1 H, s), 10.74(1 H,brs).FAB-MS:440(M+H) + 


150 


P^VY Br Me 
^ HCI Me 


NMR:81. 20-1. 34(1 H,m),1. 53-1. 64(3H,m), 1.71-1. 8 
6(2H,m),2.54-2.66(2H,m),2.87(6H,s), 3. 17-3.23(2 
H,m),4.38(2H,d,J=5.4Hz),7.37-7.57(6H,m),8.05(1 
H,dd,J=7.8,2.0Hz),8.50(1H,d,J=2.4Hz),8.69(1H,d, 
J=1.5Hz),8.77(1H,d,J=2.4Hz),9.91(1H,brs), 10.79 
(1 H,s).FAB-MS:493,495(M+H) + 


151 


Ph Y^i H 

Me-YV^e 0 

V — 7 HCI 


NMR:80.79(3H,d,J=6.8Hz),1.39(3H,d,J=6.4Hz),1. 
46-1. 56(1 H.m), 1.58-1. 70(1 H,m),1. 96-2. 12(1 H,m), 
2.18-2.32(1H,m),2.53-2.58(2H,m),2.82-2.88(2H, 
m),3.26(3H,s), 3.42-3.52(1 H,m), 3.64-3.74(1 H.br), 
4.08-4.4.17(1 H.m), 4.66-4.77(1 H, m), 7.1 8-7.22(1 H, 
m),7.38-7.46(2H,m),7.48-7.60(4H,m),7.66-7.72(1 
H, m),7.82-7.86(1H,m), 8.05-8.10(1 H,m),9.00(1H, 
e \ -in ofiMU hr«^ 10 'ifiM H O FAB-MS*468f M+H^ + 


155 


ph YS H Me 

^— ^-OEt HCI 


NMR:80.84-1.10(3H,m);1.78-2.06(2H,m),2.52-2.5 
8(2H,m),2.77-2.98(4H,m).3.15-3.22(2H,m), 3.25(3 
H, s),3.35-3.50(2H,m), 4.07(1 H,br),4.40-4.60(2H, 
m), 7.1 8-7. 22(1 H,m), 7. 38-7.44(2H,m), 7.46-7. 58(4 
H, m),7. 58-7.70(1 H.m), 7. 74-7. 82(1 H,m), 7. 99-8.09 
(1H,m),8.65-8.75(1H,m),10.51(1H,s),11.12(1H,s). 

484(M+H) + 
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(*3 1) 



Ex 


Structure(salt) 


DATA 


153 


Ph Y^l H Me 

^N. O Kf^J 
Me-^ 0 J-Me HCI 


NMR:81.02(6H l d,J=6.4Hz),2.28-2.38(2H,m) I 2.52- 
2.58(2H,m),2.82-2.88(2H,m),3.18-3.26(5H,m),3.9 
5-4.14(2H,m),4.37-4.52(2H,m),7.18-7.22(1H,m),7. 
38-7.44(2H,m),7.46-7.58(4H,m) l 7.60-7.70(1H,m), 
7.78(1 H,brs),8.00-8.08(1 H,m), 8. 72(1H,br), 10.50- 
10.60(1H,m),10.98(1H,br).FAB-MS:484(M+H)* 


154 


h Me 
U HCI 


NMR:51. 23-1. 35(1 H,m),1. 55-1. 67(3H,m), 1.67-1. 7 
8(2H,m),2.53-2.58(2H ) m),2.60-2.71(2H l m) I 2.81-2. 
88(2H,m),3.19-3.27(5H > m),4.37(2H,d I J=5.4Hz),7: 
19-7.26(2H,m),7.30-7.37(2H,m), 7.50-7. 63(3H,m), 
7.71 (1H,s),8.03(1H,d,J=7.8Hz), 8.60(1 H,s), 9.74(1 
H,brs),10.58(1H,s).FAB-MS:472(M+H) + 


155 


Ph V^l H Me 

< N YCO-NEt2 
^ HCI 


NMR:81.05-1.17(6H,m),1. 40-1. 57(2H,m), 1.60-1. 7 
6(2H,m),1.78-1.96(2H,m),2.36-2.44(1H,m) ) 2.52-2. 
58(2H, m),2.82-2.88(2H,m), 2. 91-2.99(1 H,m),3.26 
(3H, s),3.27-3.40(3H,br), 3.46-3. 54(1 H,m),4. 00-4.1 
4(1H ) m),4.32-4.40(1H,m) I 4.50-4.60(1H,m),7.18-7. 
24(1 H,m),7. 36-7. 42(2H,m),7.44-7.60(5H,m),7. 73 
(1H,s) ) 8.06-8.12(1H,m) I 8.38(1H,s) ) 9.67-9.80(1H, 
m),1 0.72(1 H,brs).FAB-MS:553(M+H) + 


156 


Ph Y^i h Me 

f N VMe° 
\-T HCI 


NMR:81. 33(3H,d,J=6.4Hz), 1.54-1. 90(3H,m),2. 00- 
2.10(1H,m),2.52-2.58(2H,m) I 2.60-2.72(1H,m),2.8 
2-2.88(2H,m),3.26(3H,s),3.28-3.38(2H,m),4.12-4. 
24(1H,m) I 4.70-4.80(1H ) m),7.18-7.24(1H,m),7.38- 
7. 46(2H,m), 7.46-7. 60(4H,m),7. 62-7.68(1 H,m), 7.7 
6-7. 84(1 H,m), 8.00-8. 08(1 H,m),8. 64-8.72(1 H,m),1 
0.27(1 H, br), 10.59(1 H,s).FAB-MS:454(M+H) + 


157 


.N N O ^/mu 
r i In Nn, 

2(HCI) 2 


NMR:81 .20-1. 33(1 H,m),1. 50-1. 63(3H,m), 1.78-1. 9 
2(2H,m), 2.58-2. 68(2H,m),3.14-3.28(2H,m), 4.38(2 
H,d,J=5.4Hz),3.85-5.25(3H,brm),7.40(2H I d I J=6.9 
Hz), 7.44-7.56(4H,m), 8.00(1 H,dd,J=8.3,1 .5Hz),8.4 
7(1H,d,J=2.0Hz) I 8.61(1H,d l J=2.0Hz),8.78(1H,s),1 
0.08(1 H, brs), 10. 94(1 H,s).FAB-MS:421(M+H) + 


158 


r N. 0 NH 2 
2(HCI) 


1. 24-1. 34(1H,m),1. 50-1. 65(3H,m),1. 75-1. 93(2H, 
m),2.56-2.69(2H,m), 3.14-3. 26(2H,m),4.03(3H,br 
s),4. 38(2H,d I J=5.4Hz),7.34-7.56(6H,m), 8.02(1 H,d 
dd,J=7.8,2.0,1.5Hz) I 8.60(1H,d,J=2.0Hz),8.64(1H, 
d,J=2.0Hz),8.77(1H,d,J=1.5Hz) I 10.06(1H,brs),10. 


15S 


Ph V^1 H Me 

A- o KtkJ 

W OMe (C0 2 H) 2 


NMR:81. 45-1. 60(1 H,m),1. 60-1. 75(2H,m), 1.80-2.0 
0(1H,m),2.35-2.48(1H,br),2.52-2.58(2H l m),2.82- 
2. 88(2H ) m),2. 90-3.02(1 H,br),3.05-3.22(5H,m),3.2 
6(3H,s),3.30-3.40(1H,br),3.75-4.00(1H I br),4.30-4. 
50(1 H, m),7. 18-7. 22(1 H,m), 7. 38-7. 58(7H,m),7.64 
(1H,s),7.95-8.10(1H I m) I 8.25(1H,s),10.39(1H,s). 

FAB-MS:484(M+H)* 
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(t3 2) 



Ex 


Structure(salt) 


ATA 

DATA 


160 


^T^l H V 8 

U HCI 


NMR:81. 20-1. 34(1H,m),1. 54-1. 65(3H,m), 1.74-1. 8 
7(2H,m),2.52-2.68(4H,m),2.80-2.87(2H,m), 3.16-3. 
27(5H,m) I 4.34(2H,d,J=5.3Hz),7.20(1H,d,J=8.3H 
z),7. 33-7.40(2H,m), 7.42-7. 50(3H,m),7. 64(1 H.dd.J 
=8.8 I 2.0Hz) ) 7.96(1H,d,J=1.9Hz),8.04(1H,dd > J=8. 
8,2.0Hz),8.69(1H,s), 9.98(1 H,s), 10. 62(1 H,s).FAB- 
MS:472(M+H) + 


161 


CI T\ 

^S|^l H Me 

^ o "LaJ 

HCI 


NMR:81. 20-1. 37(1 H,m),1. 54-1. 68(3H,m), 1.76-1. 9 
6(2H,m),2.60-2.72(4H l m) ) 2.78-2.90(2H,m) ) 3.16-3. 
36(5H,m),4.27-4.42(2H,m),7.20(1H,d,J=8.3Hz),7. 
38-7.52(3H, m), 7.52-7. 62(2H,m),7. 64-7. 71 (1 H,m), 
7.76-7.84(1 H,m),7.95-8.07(1H,m),8.77(1H,s),10.1 
7(1 H,brs),1 0.63-1 0.73(1 H,m).FAB-MS:488(M) + 


162 


^ HCI * 


NMR:81. 18-1. 37(1 H,m),1. 50-1. 69(3H,m), 1.79-1. 9 
7(2H,m),2.52-2.72(4H,m),2.79-2.90(2H,m),3.18-3. 
28(5H ) m),4.26-4.42(2H I m) > 7.20(1H,d,J=8.3Hz),7. 
53(1 H,d,J=7.8Hz), 7. 64-7. 90(6H,m),8. 03-8. 10(1 H, 
m), 8. 78-8.87(1 H,m), 10. 24(1 H,brs),10. 66-1 0.75(1 
H,m).FAB-MS:522(M+H) + 


163 


S 1*1 H "Vie 

o K^K^ 

HCI 


NMR:81 .25-1 .42(1 H,m), 1 .54-1 .72(3H,m), 1 .78-1 .9 
7(2H,m),2.52-2.59(2H,m),2.60-2.90(4H,m), 3.17-3. 
49(5H,m),4.46-4.60(2H,m),7.13-7.35(3H,m),7.56- 
7.69(2H,m),7.73-7.85(2H,m) l 7.95-8.07(1H I m),8.7 
7(1 H,brs),1 0.26(1 H,brs),1 0.61-10.71(1 H,m).FAB- 
MS:460(M+H) + 


164 


CI'^T^l H Me 
HCI 


NMR:81. 20-1. 38(1 H,m),1. 52-1 .69(3H,m), 1.78-1. 9 
7(2H I m),2.52-2.74(4H,m), 2. 78-2. 89(2H,m), 3.17-3. 
28(5H,m),4.28-4.43(2H,m),7.20(1H,d,J=7.9Hz),7. 
32-7.40(1 H,m),7.44-7. 60(4H,m),7. 64-7. 72(1 H,m), 
7.76-7.83(1 H,m),7.97-8.06(1H,m),8.80(1H,s) I 10.2 
0(1 H,brs),1 0.64-1 0.73(1 H,m).FAB-MS:488(M) + 


165 


o 


NMR:81. 90-2.06(1 OH, m),2.50-3.30(7H,m), 3. 32-3. 
40(m,6H), 3. 26(3H,s), 4. 10-4.24,4. 38-4. 54(2H,m), 
7.16-7.24(1 H,m),7.34-7.68(7H,m),7.79(1H,s), 8.0 
2,8.06(1H, d,J=8.3Hz), 8.55,8.72(1 H,s), 9.15, 10.28 
(1H,brs), 10. 40,10. 60(1H,s).FAB-MS:565(M) + 


166 


L Q J HCI 


NMR:81.42(3H,d,J=6.8Hz),2.73-2.85(2H,m),3.17- 
3.26(2H,m), 3.73-3. 88(4H,m),4.41-4.49(2H,m),4.6 
3(1 H,d,J=6.8Hz), 6.96(1 H,d,J=8.3Hz), 7.33-7. 42(3 
H,m),7.45-7.57(4H,m),7.68(1 H, s), 8.02(1 H,d,J=7.8 
Hz), 8.65(1 H,s),10.49(1H,s), 10. 75(1H,s),1 0.71-10. 
86(1H,br).FAB-MS:458(M+H) + 


167 


Ph V* s 1 H We 

6n hci 


NMR:81.79-2.25(4H,m),2.50-2.90-(9H,m),3.26(3 
H,s),4.38,4.51(2H,s),7.21(1H,d,J=8.3Hz),7.44-7.7 
0(7H,m),8.05(1H,d,J=7.8Hz),7.74(1H,s),8.63(1H, 
s),1 0.22(1 H,brs),1 0.56(1 H,s).FAB-MS:479(M) + 
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<*3 3) 



Ex 


Structure(salt) 


DATA 


168 


Me 

(*\ ° VAr 

^ (CO z H) 2 Me 


NMR:81 .36-1 .60(6H,m),2.56-2.73(4H,m),2.98(3H, 
s),2.99(3H,s),3.75-6.30(4H,brm) l 7.41-7.54(6H,m), 
7.97(1H,dd,J=15.1.2.0Hz),8.04(1H,ddd,J=7.8,2.0, 
1 .5Hz), 8.29(1 H,s),8.39(1 H,m),10.49(1 H,s).FAB-M 
S:433(M+H) + 


169 


Ph V^l H Me 

r A Ar N rY N T 0 

Et-N^ O K^K^> 
CO-NE^ HCl 


NMR:80.77(3H,t,J=7.4Hz),1.03-1.10(6H,m),2.50- 
2.60(2H,m),2.67-2.73(1H,m) I 2.83-2.87(2H,m),2.8 
7-3.00(1H,m),3.18-3.41(4H,m),3.26(3H,s),4.35,4. 
44(2H,m),4.46-4.55(2H I m),7.22(1H,d ) J=8.3Hz),7. 
40-7.59(7H,m) I 7.66(1H,s),8.11(1H,d I J=8.3Hz),8.5 
2(1H,s),9.55(1H,brs),10.50(1H,s).FAB-MS:527(M 
+H) + ! 


170 


k^O HCl 


NMR:81.03(3H l t,J=7.3Hz) I 1.36(1H,d I J=11.7Hz),1. 
64-1. 80(2H,m), 2.06(1 H,d,J=11 .7Hz), 2.50-2. 57(2 
H,m),2.83-2.96(4H,m),3.13(1H,t,J=11.7Hz),3.24- 
3.34(2H,m),3.25(3H l s),3.76(1H I d,J=7.9Hz),3.87(1 
H,d,J=7.9Hz) I 4.34(1H,dd,J=13.6,6.3Hz) I 4.65(1H I 
dd, J=1 3.6,4.9Hz),7.20(1 H,d, J=7.9Hz),7.42-7.58(6 
H, m),7. 66(1 H, dd,J=8.3,2.0Hz),7. 83(1 H,d,J=7.9H 
z), 8.03(1 H,dd,J=8. 3,1.5Hz), 8.71 (1H,dd,J=1.5Hz), 
10.23(1 H.brs), 10. 69(1 H,s).FAB-MS:498(M+H) + 


171 


ph Y^l h l Y le 


NMR:81. 02-1. 07(1 H,m),1. 57-1. 69(2H,m), 1.85-2.0 
0(1H,m),2.28-2.44(2H,m),2.50-2.58(2H,m),2.83-2. 
86(2H,m),3.02-3.06(1H,m),3.17-3.47(5H,m),3.19 
(3H,s),3.25(3H,s),4.35-4.47(2H,m),7.20(1H,d,J= 
8.3Hz), 7.34-7. 58(6H,m),7.66(1H,dd,J=8.3, 1.9Hz), 
7.80(1 H,d,J=2.0Hz),8.02(1H,dd,J=8.3,2.0Hz), 8.78 
(1H,dd,J=2.0Hz),10.40(1H,brs),10.66(1H,s).FAB- 
MS:498(M+H) + 


172 


Ph V^ H 

,N. O Kg^S 
W jJ^S 2(HCI) 


NMR:81. 28-1. 45(1 H,br),1. 55-2. 00(9H,m), 2.28-2.4 
2(1H,br),2.52-2.58(2H,m),2.80-2.88(2H,m),2.90- 
3.00(2H,br),3.13-3.23(2H,m),3.25(3H,s),3.48-3.58 
(2H.br), 3.94-4. 12(2H,m),4. 14-4.32(1 H,m),5. 06-5. 
1 8(1 H,m),7. 18-7.22(1 H,m),7.34-7.42(2H, m),7.48- 
7. 58(4H,m), 7.65-7. 73(1 H.s), 7.80(1 H,s),7. 98-8. 05 
(1H,s),8.79(1H,s), 10.50(1 H,s),1 0.92(1 H,s), 11. 11 
(1 H,s).FAB-MS:537(M+H) + 


172 


Ph l^l H H 

[ X s w 

k^ 1 (CO a H) 2 CI 


NMR:81. 30-1. 44(2H,m),1. 46-1. 56(4H,m), 2.32-2. 6 
9(2H, m),3. 10-4. 05(4H,m),4.65(2H,s), 7.12(1 H,s), 

•7 1AMU »\ T Aft "7 CZAfGU m\ ft C\f\ ft DQ/H U rvl \ ft 0"\ 

7.20(1 n,S),7.4U-/.o4(on,m;,o.UU-o.uy^l n,m;,o.^o 
(1H,s),10.05(1H,s),10.90(1H,s).FAB-MS:476(M+ 

H) + 


174 


Ph ^lf"**l H H 
r J^l v N rsr N T 0- 

1 Et-N. O "kA^Me 

L OMe HCl 


NMR:80.97(3H,t,J=7.3Hz),2.08(3H,s),2.75-3.50(4 
H,m),3.16(3H,s),3.57(2H,s),4.44-4.55(2H,d,m),7. 
42(2H ) d,J=6.8Hz),7.46-7.62(6H,m),7.71(1H,s),8.0 
7(1H,d,J=7.8Hz),8.13(1H,s),8.65(1H,s),10.15(1H, 
brs), 10.48(1 H,s),11.78(1H,s).FAB-MS:470(M+H) + 



f 
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OS 3 4) 



Ex 


Structure(salt) 


DATA 


175 c 


Q HCI 

y=C Ph- Y^i h h 


NMR:81. 39-1. 74(1 OH, m), 2. 08(3H,s),2. 49-3. 37(9 
H,m) ) 4.15-4.21,4.45-4.49(2H,m),7.30-7.62(8H J m) I 
7.71(1H I s),7.90-8.16(2H,m), 8.54,8. 67(1H,s),9. 13, 
10.23(1 H,brs),10.56,10. 73(1 H.s), 11. 78, 11. 80(1 H, 
s). FAB-MS: 563(M+H) + 


176 


H H ^ 

r N. O ^Q^Me 
HCI 


NMR:81 .20-1. 33(1 H,m),1.43(3H,d,J=6.8Hz), 1.55- 
1.64(3H,m),1.70-1.84(2H,m),2.58-2.70(2H,m),3.1 
6-3. 26(2H,m),4.34(2H,d,J=4.9Hz), 4.64(1 H,q,J=6. 
8Hz),6.96(1 H,d,J=8.8Hz),7.36(1 H,dd, J=8.8,2.5H 
z),7.35(1 H,d, J=8.3Hz), 7.64-7.68(1 H,m),7.70-7. 80 
(3H,m),7.87(1H,d,J=7.4Hz),8.06(1H,d,J=7.8Hz),8. 
65(1 H.brs), 9.96(1H,brs), 10.54(1 H,s),10.76(1H,s). 

FAB-MS:524(M+H) + 


177 


Ph YS H H 

un , O Me 
HOI v-' 'vie 


NMR:81 . 00-1. 12(1 H,m),1 .16-1 .29(2H,m),1 .29-1 .4 
2(2H,m),1.42(3H,d,J=6.8Hz),1. 55-1. 64(1 H,m), 1.7 
4-1.84(2H,m),2.01-2.10(2H,m),2.32-2.42(2H,m),2. 
76-2.86(2H,m), 2. 86-2. 99(2H,m),3. 03-3.1 3(1 H,m), 
2.80-3.37(2H,m),3.52(2H,s),4.63(1H,q,J=6.8Hz), 
6.95(1H,d,J=8.8Hz),7.28(1H,dd,J=8.8,2.4Hz),7.3 
8-7.55(7H,m),7.94(1H,d,J=7.8Hz),8.05(1H,s),9.45 
(1H,brs), 10. 28(1 H,s),1 0.75(1 H,s).FAB-MS:539(M 
+H) + 


178 


Ph YVP H 

0 ^Q^Me 

HCI 


NMR:81.33-1.46(1H,m),1.42(3H.d,J=6.9Hz) > 1.60- 
1.90(5H,m), 2.88-3. 00(2H,m), 3. 15-3.25(2H,m), 3.3 
2-3.53(4H, m), 4.62(1 H, q,J=6.8Hz), 6. 95(1 H,d,J=8. 
3Hz),7.23(1 H,dd,J=8.8,2.5Hz),7.41-7.46(1 H,m),7. 
48-7.56(3H,m),7.62-7.77(5H,m),9.66(1H,brs),10.4 
5(1 H,s),1 0.74(1 H,s).FAB-MS:470(M+H) + 


179 


hhi Me 


NMR:81. 1 8-1. 37(1 H,m),1. 50-1. 68(3H,m), 1.72-1. 9 
2(2H I m),2.18(3H,s),2.53-2.70(2H,m), 3. 14-3.26(2 
H,m),3.37(2H,s),4.31-4.44(2H,m),7.26-7.60(8H, 
m),8.00(1H,d,J=7.9Hz),8.68(1H,s), 10.22(1 H.brs), 
10.40(1 H,s),1 0.44-10.54(1 H,m).FAB-MS:440(M+ 
H) + 


18C 


r N. O ^o^Me 
HCI 


NMR:81. 20-1. 37(1 H,m),1.45(3H,d, J=6.3Hz), 1.54- 
1 .68(3H,m),1 .70-1 .88(2H,m),2.58-2.74(2H,m),3.1 
4-3. 26(2H,m),4.26-4.40(2H,m),4. 63(1 H,q,J=6.7H 
z), 6.96(1 H,d,J=8.8Hz), 7. 32-7. 40(2H,m), 7.46-7.60 
(4H, m),7. 67(1 H,s), 8.03(1 H,d,J=7.8Hz),8.64(1H, 
s), 9.99(1 H,brs),1 0.50-1 0.58(1 H,m),10. 75(1 H,s).F 
AB-MS:490(M+H) + 


181 


Ph Y^*i H Me 

Et-N,^ o K^K^ 
\Js HCI 


NMR:81.22(3H,t,J=7.3Hz),1. 50-1. 70(2H,m), 1.81(1 
H, d,J=11.8Hz),2. 36(1 H,d,J=1 2.2Hz), 2.50-2. 70(5 
H,m),2.85(2H,t,J=6.8Hz),2.88-3.12(3H I m),3.25(3 
H,s),3.29-3.40(2H,m),4.37(1H,dd,J=14.1 ,5.4Hz), 
4.57(1 H,dd,J=14.1 Hz,5.4Hz),7.20(1H,d,J=8.3Hz), 
7.45-7.60(6H,m),7.64(1H,dd,J=8.3,1.5),7.79(1H, 
d,J=1 . 4Hz), 8. 07(1 H, dd,J=8. 3, 1.5Hz), 8.67(1 H,s), 
9:88(brs),10.65()1H,s).FAB-MS514(M+H) + 
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Ex 


Structure(salt) 


DATA i 


182 


HCI 


NMR:80.84(3H,t,J=7.1 Hz), 1. 08-1. 38(8H,m),1. 42(3 
H,d,J=6.8Hz) ) 1.45-1.57(1H,m) ) 2.46-2.54(2H,m),2. 
65-2.78(1H,m),2.79-2.97(1H,m) l 4.20-4.37(1H l m), 
4.47-4.57(1H,m),4.63(1H,q,J=6.9Hz),6.96(1H,d,J 
=8.8Hz),7.34(1H,dd,J=8.8,2.5Hz),7.41(2H ) d,J=6. 
4Hz),7.46-7.57(4H,m),7.65(1 H,d, J=1 .9Hz), 8.04(1 
H,d, J=7.8Hz),8. 53(1 H,s), 10.06(1 H, brs), 10.45(1 H, 
s),1 0.75(1 H,s).FAB-MS:486(M+H) + 


183 


Ph Y^l H V* 

N O KJ^J 


NMR:81. 35-1. 55(4H,m),1. 65-1. 78(5H,m), 1.82-1. 9 
2(1 H,m), 1.93-2. 02(1 H.br), 2.07-2. 17(1 H,m),2. 52- 
2.65(3H,m),2.80-2.87(2H,m),2.92-3.22(6H,m),3.2 
6(3H,s),3.48-3.58(2H,m) I 7.17-7.22(1H,m) ) 7.36-7. 
45(4H,m),7.45-7.54(3H I m),7.62(1 H,s),7.92-7.98(1 
H,m),8.10(1H,s),10.41(1H,s).FAB-MS:537(M+H) + 


184 


Ph Y^ H H 
k>CO-NEt2 (C0 2 H) 2 


NMR:80.95(3H,t,J=7.1Hz),1.05(3H,t,J=7.1Hz),1.2 
8-1. 68(4H,m),1.42(3H I d,J=6.8Hz),1. 90-2.23(1 H, 
m), 2.60-2.78(1 H, m),2. 80-2.91 (1H,m), 3.07-4.00(8 
H,m),4.63(1H,q,J=6.9Hz),6.95(1H,d,J=8.3Hz),7.2 
6(1 H,dd,J=8. 8, 2.4Hz), 7.37-7.52(6H,m), 7.53(1 H,d, 
J=2. 4Hz), 7. 92-8.00(1 H.m), 8.08-8. 20(1 H,m),1 0.27 
(1H,s),10.74(1H,s).FAB-MS:555(M+H) + 


185 


"^ifS H N H „ 
HCI O l^Q^Me 


NMR:81.42(3H,d,J=6.8Hz),2.74-2.87(2H,m),3.28- 
3.40(4H,m),4.17-4.28(2H,m),4.44-4.57(2H,m),4.6 
3(1 H,q,J=6.9Hz), 6. 66-6. 73(1 H.m), 6.83-6. 88(1 H, 
m),6.96(1H,d,J=8.8Hz),7.32-7.61(8H,m),7.67(1H, 
s), 8. 01-8.07(1 H, m), 8.08-8.12(1 H, s), 8.64(1 H,s),1 
0. 50(1 H,s), 10. 59(1 H,s), 10. 75(1 H,s).FAB-MS:534 
(M+H) + 


186 


P V\ h V 8 ^ 

iPr^ N Y^ S l ° 

^ HCI 


NMR:80.88-1.94(16H,m),2.52-2.88(4H,m),3.12-3. 
70(5H,m),4.50(2H,d,J=4.4Hz),7.21(1H,d,J=8.3H 
z),7.42-7.66(7H,m),7.81(1H,s),8.03(1H,d,J=7.8H 
z),8.54(1H,s),9.19(1H,brs),10.82(1H,s).FAB-MS:5 
10(M+H) + 


187 


Ph Y^l H 

r iPr , 
iPr HCI 


NMR:S0.85(12H,t,J=6.8Hz), 1.89-2. 00(2H, m),2.53- 
2.58(2H,m),2.67-2.72(4H,m) l 2.82-2.87(2H,m),3.2 
6(3H,s),4.53(2H,d,J=4.9Hz),7.21(1H,d,J=8.3Hz), 
7.42-7.63(7H,m), 7. 54(1H,d,J=1.9Hz), 7.88-7. 94(1 
H,m),8.70(1H,d,J=1.4Hz),9.31(1H,brs),10.64(1H, 
s).FAB-MS:498(M+H) + 


18£ 


2(HCI) ° 


NMR:81. 76-1. 88(1 H,m),1. 95-2. 13(2H,m), 2. 17-2.3 
2(1 H,m),2.71-2.90(2H,m), 3. 16-3.28(1 H,m),3.30-3. 
42(1H,m),4.29-4.56(3H,m),5.95(2H,d,J=7.3Hz),6. 
36(1 H,dd,J=8. 8, 2.4Hz), 6. 64(1 H,dd,J=6.3, 2.0Hz), 
6.79(1 H,dd,J=8.3,4.9Hz),7.38-7.45(2H,m), 7.47-7. 
58(4H, m), 8. 02-8.08(1 H,m), 8. 09-8.1 8(2H,m), 8. 78- 
8.92(2H,m),9.42(1H,s), 10.75(1 H.brs), 10.92(1 H,d, 
J=2.9Hz).FAB-MS:564(M+H) + 
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Structure(salt) 


DATA 


189 


Ph Y^l H 


NMR:80.85(3H,d,J=6.6Hz),1 .22(3H,d,J=6.6Hz),2.03 
(3H,s) t 3.68-3.20(1H,m),3.27-3.40(2H,m),4. 32-4.47 
(2H,m),4.48-4.60(2H,m),7.43-7.59(6H,m),8.04-8.12 
(2H I m),8.16(1H,d,J=8.3Hz) ) 8.77-8.83(2H,m),9.41(1 
H,s), 10.20(1 H,s), 10.91(1 H,s).FAB-MS:488(M+H) + 


190 


H ^ 3(HCI) 


NMR:80.97(3H,t,J=7.1Hz),2.66-3.14(2H,m),4.48(2 
H,s),4.62(2H,s),7.37-7.43(2H,m),7.46-7.58(4H,m), 
8.04(1H,dd,J=7.8,1.5Hz),8.09-8.20(2H,m),8.38(2H, 
s),8.76-8.85(2H,m),8.97(2H l d,J=5.9Hz),9.43(1H,s) ) 
10.87(1 H,s),11.47(1H,brs).FAB-MS:479(M+H) + 


191 


o "U^s 

iM-Ts 2fHCH 
H 


NMR:80.88-1 .03(2H,m), 1 .04-1 .22(2H,m), 1 .23-1 .36 
(2H,m),1.44-1.48(2H,m),1. 62-1.71 (1H,m),1. 78-1.95 
(2H,m) ) 2.01-2.10(1H,m) ) 2.35(3H,s),2.66-2.98(5H, 
m),4.34-4.42(1 H,m),4.49-4.57(1 H,m),7.38(2H,d, J= 
8.3Hz), 7.42-7.47(2H,m) 1 7.47-7.58(4H,m),7.60-7.68 
(3H,m),8.04-8.17(3H,m),8.75(1H I s),8.81(1H,s) ) 9.41 
(1H,s), 10.09(1 H, brs), 10. 96(1 H,s).FAB-MS:653(M+ 
H) + 


192 


ph in h 

iPr-N O 'k^s 
OH 


NMR:80.82-0.92(6H ) m),2.50(2H,t,J=5.2Hz),2.82-2. 
92(1H,m),3.40(2H,t,J=5.2Hz),3.61(0.2H,s),3.66(1.8 
H,s),4.08-4. 16(1 H,m),7.25-7:35(3H,m),7. 36-7.48(3 
H,m),7.82-7.88(1H,m),7.89-7.96(2H,m),8.20-8.25(1 
H,m),8.47(1H,s),8.68(1H,brs),9.00(1H,s).FAB-MS:4 
46(M+H) + 


193 


Ph Y^I H H 

tBu-N-^^u Me 
(CO z H) 2 


NMR:80.99(9H,s),1.42(3H,d,J=6.9Hz), 2. 51-2.69(2 
H,m),3.00(2H,s),3.03(3H ) s) I 6.94(1H,d I J=8.8Hz),7.2 
6(1 H,dd,J=8.3,2.4Hz),7. 29-7. 39(3H,m),7.40-7.53(3 
H,m),7.57(1H,d,J=2.4Hz),7.90(1H,brs),8.28(1H,s),1 
0.24(1H;s), 10.72. FAB-MS:502(M+H) + . 


194 


Ph Y^ H H 

r N. 0 ^o^Me 

Me<\^Me 2 < HC| ) 
Et 


NMR:81. 12-1. 15(3H,m),1.22(6H;d I J=5.8Hz), 1.42(3 
H ) d,J=6.9Hz),2.85-3.30(4H,m),3.40-4.00(4H,m),4.6 
3(1 H,q, J=6.6Hz),6. 95(1 H,d,J=8.8Hz),7.30(1 H,d,J= 
8.8Hz),7.40-7.54(6H,m),7.60(1H,s),7.96(1H I d,J=8.3 
Hz), 8. 26(1 H, brs), 1 0. 31 (1H,s), 10. 75(1 H,s). FAB-MS: 
513(M+H) + . 


195 


Ph Y^| H H ^ 
iPr 2 (HCI) 


NMR:80.67-0.85(6H,m) I 1.30-1.55(3.5H,m) l 1. 57-2.0 
8(6.5H,m),2.60-2.77(2H,m),2.82-3.14(3H,m),3.33- 
3.65(5H,m),4.42-4.53(0.5H,m),4.58-4.68(1.5H l m) I 6. 
95(1H,d,J=8.3Hz),7.25-7.65(7.3H,m),7.65-7.75(0.7 
H,m),7. 87-8.20(1. 3H,m),8.75(0.7H,s),10.00(0.3H,br 
s),10.26-10.50(1.2H,m),10.75(1H,s),10.93(0.5H,s). 
FAB-MS:555(M+H) + . 


19C 


Ph Y^I H H ^ 
iPr ~^OH (C0 2 H)2 


NMR:80.77(6H,d,J=6.3Hz),1 .42(3H,d,J=6.9Hz),1 .4 
3-1 .51 (2H,m), 1 .60-1 .70(1 H,m),2.00-2.17(2H, m),2.3 
1-2.50(2H,m) f 3.36(2H,t,J=6.3Hz),3.00-4.10(3H,m), 
4.63(1 H,q I J=6.8Hz) l 6.93(1H,d,J=8.8Hz),7.24(1H,d 
d,J=8. 8,2.4Hz), 7.32-7.50(6H,m),7.58(1H I d ) J=2.5H 
z),7.90(1H,d,J=8.3Hz),8.19(1H,s),10.26(1H.s),10.7 
1 (1 H,s).FAB-MS:502(M+H) + . 
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m * <» «b a 

i. tib— jKs* (i) -e^Siis^vxr? Mi^x^oi. 




&t£0 ^ ft 5* J: 9 $ tbS 1 iXft 2 «£Ui<£>^ n JR^Sr 1 ~ 4 
-MTl-SatJUfc 5-12 O^ff b < ft 2 m&^T o ^#Si> 

NHH£»T/l'*/K -O-'fS0T^^V'-N(ig;^T/V= 3 r/l-) 2 . =O n -NH 
2N -NH-W7/V^;K -N(«T^^) 2 > -S-^T/V^r/K -SO-® 
jftTVl^/K -S0 2 -{«T/V3VK -CN, -COOH. -C (=0)-OHB» 
T/l"*7K -C(=0)-NH 2 s -C(=0)-NH-»T/V^K -C(=0)-N 
(MfcT/l^A-)^ -NH-C(=0)H&aTA-3VK -NH-SO r W7^ 
/K -S0 2 -NH 2 , -S0 2 -NHHSaT/^/K -C(=0)HS»T^ 
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^S^IMTVl^/K -OH, -O-^TW^/K -S-tejRT^^/K -S 
O-fg^T/V^/K -S0 2 -«m/K =0, -C(=0)H N -C(=0)HB 
jRT/V^/K -COOEL -CN, -NH 2N -NH-tt7;V^f/V, -N U&BC7 
/Wdr/V) 2 > -C(=0)-NH 2 , -C (=0)-NH-iS^T/Vdr/K -C(=0)-N 

(®ar/vdr^) 2 , -c(=o)-ry-/K -c(=o)-nh-t jj— /k -nh- 

C(=0)-'(S^r/V=ar/K -NH-C(=0)-7!)-/K -NH-S O 2 -^WCT7V 
=¥/K -N(ig^T>V^r^)-SO 2 -'fg;0TyV=¥/K "MT/V^ I/^-NH-SO 
2 -|£0T/^/V N -ii7Ml^y-NH-S0 2 -7!)>-yK -C( = 0)-0-l& 
^T/V3VK HMTA-=¥ I/^-OH, HMT/l^ WV-C (=0)-NHH£« 

y-c(=o)-NH 2 , -i&mr/^u^-c (=o)-oh, -tfeMcr^uis-o- 
^-n(^t/v^/v) 2 , -®t7^^-yy-7!i-;i', v^dt/i^/k ry 

ig^-^l~4^^r-r5^M#:4~l 2(DfifL< te2#m^ogjth - 
0-(N, S^O^b^5i¥i <951iR£;ix3 l«X^2^-b^^^oJl^- 
&l~4j@^rf-6lfjiMlfc4~l 2©^L<(42i^rnS) > H£» 
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